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m m » 

WlDANCE, DANCER Wri^b^V^5^ 

^mmi^ DANCE©wa mi^s^h^ftom^ - k-t 

5 ZtfV JZ? K ; DANCE©M^fe ; DANCE^Ifl-J; 9#£>*b5 

tfV l^^n^-t^ijiW- ; DANCE^0|ff4©l!l^& • V ; DAN 

ce^M^^^ - K-r^* 0 y 3*^ var^y ; 1^©danceMM 

10 ; tt;^ D AN C E^tl% Kt5 *° ^ ^ W K^>^ < £ 

$mmm> m - mm • &mm<D^mmm^m^. mn(DW&&m.5mmw- 

20 /^ftfeitU y i/;vt^r^- f77 ^ y — (Omm VJ^/^^^— H (lysyl 
oxidase: LOXh i» Xftl"**?*/?*- (lysyl oxidase-1 ike: LOXL) 1 
-4] n^V ^ k&mmXhZ) (Molnar, J. £>, 

BiochimBiophys Acta 1647: 220-4 (2003) ^Rosenbloom, J. h, Faseb J. 7: 1208-18. 

(1993) ) 0 b^br(D^jiis^Hoj; ?t£ft^mmzm^%^ftx?Tt>nx^z>(D 

yjjyi, 7^7^Py2, LTBP2 (latent TGFb-binding protein 2) £V> 
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2 

frh*Z'S*?fR<Dnm$m&fo^(Dft J *}&2$%.fr< < (Pereira, L. (b, Nat. 
Genet. 17: 218-22 (1997), Putnam, E. A. £>, Nat. Genet. 11: 456-8 (1995), 
Chaudhry, S. S h, Mol. Genet. 10: 835-43 (2001)), LTBP2l^©;y 
5 * T ? W 9 * raJ^^MMSSStfE-T? &> 3 fc , LTBP2# #fe$l#fi^J$ U 
TV^S^H 5J&*fci^8B*T?*>5 (Shipley, J. M. 5?, Mol. Cell Biol. 20: 4879-87 
(2000) ) c 

;£35IJI3#&tt\ Signal Sequence Trap SfeSrffiVTD AN CE (developmental 
arteries and neural crest epidermal growth factor (EGF)-like; fibulin-5 
10 fcfcV^) fcV>5#l&*f*:?3t&* n— ~ (Nakamura, T. fe, J. Biol. 

Chem. 274: 22476-83 (1999)), J y 2 T V V1t t £ 

fc£ ft o T 5 £ £ SrB ffi U7t (Nakamura, T h , Nature 415 : 

171-5 (2002)) o £©fc#DANCEfc4^^iS^£;*©&?B3fW:fc h<D^tfc$F 

15 fjUTSS'ffcbWfco -rfcfc>^ DANCE WfcM© ^ y f 

Xmmt£&^&£k1tl,&Z>Zb$:Wt>fr\Z.\sX^Z> (Nakamura, T. h, J. Biol. 
Chem. 274: 22476-83 (1999) ) G 

^K^&W^D >?1rZ>m^<DT>b-o, LOXLl©/y^7!) 

20 w^^dance; y:?rp l>^?*£ £<&xWti&m(o?&&Mft : &£1t 

•f-Z.£&ft&£fr1t (Liu, X. £>, Nat. Genet. 36: 178-82 (2004)) o LOXL1 
ttDANCEfci^t5r.i: % DANCE 7 y#Tt? W ty^X\$ L O X L 1 tt 
#'Mli_h^B^L^< DANCEftLOXL Igf^f&rb/^S^ 

#j£g^o^#lh^T^< T^^ — i Ltf< £*i$!I&;ft,5 0 LOXL 1/? 
25 9 fv^^©t»DANCE/ y^79 W£*£>^M£ 9 %11< , 

^5StbTm?ai~Sfc^, DANCE©^#MLOXL 1 Srofcg' Jh*S^tt? 
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-rstv^ftiji,^ danced w-mm&m ^#-r s &^mm & mm-r z> ± 

U^U f ttli^ ^ o 7 ^ ^ !) ;Hcfto Ti^ ^ 5 r t ^# 1 5 i:, D 
ANC E^xy^f y y^ii t^#t5fd(ttlW+^T\ DANC 

5o b^U^^fe^ D ANC > ^ n 7 ^ 7l ^©^ ilt^tS © 

fr\z®if£k vx^m<D-£.~£-?hz> 0 r> an cE<Dmmtemm&mt> fate tM-t^ 

io ^(Dm^ 

^ot. ^mmn, DANCE©ii©- iQ&mm-rzzktexy, mmmm 
y-=7», #'M«^©^B^ov>To#uf^. ^m^^y-^^^ 

15 ^K#fe«.._h|EiiJ®^^i--<<^«W^«:m^^m. DANCE©- 

•7* v ;v(dm&? 7^it'i)aTBP2 teMi~z> j; «9 m^&mzm^ir 

20 DANCE#LTBP2^^t5ri:, DANCEl 

±#^1^- %-k, DANCED y */jvHr* v^*— if 5^ £ ft if £ H, ft 

bfco DANCE^r^^y^^ff^^l^ 

25 S<9 7?fo& : 

3, DANCE#IK)7PfT-f|Cj;§DANCE©MfcJ:!)#&^5*°y 
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< 2 > 6 -e^ ^§T^y @tia#j ^ b & 5 *° y k d 

< 3 > _hfB < 1 > <D # y F £ = - K1" S itSiB^J Sr^rr 6 ^ y 3* * 

5. DANCE#I^n77- if^j:6DANCE<D-gDifr^J; VUbfri&tfV 

< 6 >m$m-B- 8ti$ti5T^ ^iaw> ^^5^°y k 0 

io < 7>_hiB< 5 ><D/Ky -^^k^— KtstaiB^ij^tts^y 

Ko 

< 8 >ia?!i#-J§- 7 -eie •£tiz>mgmmt> &*s#y^^ k c 

< 9 >D ANC E IrD ANC Eti^ypf r i f 
5. DANCE©§JHf^ 0 

15 < 1 0 >±M< 1 >X«< 2 >©#y Kfc#H«J»3ftJte**i-S*t#:o 

< 1 1 >_L1B< 5 >Xte< 6 >©^°y ^7°^ K^#^^H?R'l4SrWi-^^-y ^ 13 

< 1 2 ^ftSJfeC^fflWlCjaV^TD ANC E©«I»ft&SI)lt5 i i Srtt 

20 <13>^DANCE^Mttt5rtlr#f D ANC ECDigJir*^ 

SU^^y bo 

< 1 4 >DANCE#Wpt7- f(^J;SDANCE©^lrMi^ ^^7" 
n^T-if«£v|££r^rj; M-T^/^M^A^T^S, DANCEl , 

25 <i 5 >_hiB< i 4>©*"y^f k^3 - Ki-s^Sia^J^^ri-s^y v 

^Ko 

<1 6>4>&< H2o©DANCE^t^SDANCEM#: 0 
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<1 7>HSlMi^flt?feS^^< it>2Si©DANCE^T?ft5, _h 
|B< 1 6 >©*##^ 

< 1 8 > V v'/Vt^i/^fWXttLT B P 2 & £ b^A/*t??S;S_b|B< 1 
6 >XJ2< 1 7><om^o 

5 < 1 9 >4>&< t h loODANCE, MtMt U V/^^ tf&UVXte L 

TB P 2 Irt^^SDANCEl^ 

< 2 0>4>ft< H2o©DANCE^ii^t «^frSr?^«fc$*5 - £ 
fit5, 4>ft< H2o©DANCE ^t-^ 5 D AN C E^Mi* 

10 < 2 1 >4>&< h lo©DANCES:}J ^/W^-f M/XliLTBP 

CE, tt)«iu J! ^t^^^-f W/XttL T B P 2 ^T**§DANCE 

<2 2>TOIi (a), (b) RXf (c) «r£tf N DANCEM/P77 
15 — ^«Z>fiH44rW«iU#««b«©^^ y-^^^ife : 

(a) &|&4fe9r£r> DANCEfWnfr-f 5Ig ; 

(b) _hfB (a) ©Ig}^HLT4i:5DANCE#iffi]yPTT-f©Stt 
SrfflJ&U iStt^ti«Srgi!§f!S:V^©DANCE#I^nT7- 

20 (c) _hSB (b) COit^^rfcS^V^T, DANCE#Wn7T-f« 

< 2 3 >#mM^W^J^Ill^TSfcfe0^^fe5 N _h|5< 2 2 >©^«fe 0 
<2 4>£(T©Ii (a), (b) RX$ (c) £r^fcf\ DANCE#IW/Pf7 

25 (a) »f^|*i*t§Ig; 

(b) _h!5 (a) ©Igd^H LT4 1: 5 D AN C E il^^P 7 ©Stt 
£$'J^U MttSrt^I^b^V^«7;DANCE#I^ypf7^ 
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(c) _bfB (b) <Ditm£%:frm~r5^X, DANCE^WP^r^OjStt 
<2 5>^T<30X@ (a), (b) (c) ^r-g-tfx tP"t£<^ H2o©DANC 

tfe : 

(a) tt*fe4&5t<&#&T, 4>ft< fcfe2o©DANCES?SH»$*SX5S ; 

(b) _bfB (a) ©IWH LT4i:§ D ANC EMfr©i«U f£* 
^t^%f©^T^^ft2)DANCEl^©tiit|55t5It ; 

10 (c) _hfE (b) ©^^fcl^^t, DANCEMW^^iftSt 

< 2 6 >^Mteft7£tS"e*>5^fc< £ 2ipDANCE^^^ _h|B< 
2 5 ><Djjm o 

<2 7>gT©Ig (a), (b) JkXP (c) Sr-g-tf, W<nio©DANC 
15 E N xfeW-y W^^W/XliLTBP 2^m§DANCEl 

( a ) Sfe&toWO^s&lN ^fc < t 1 -O COD AN C E & V fA'ttlsfr—VR. 
tf/Xf* LTBP2 KiW& ; 

(b) _hfB (a) ©Igt SB L 1 4 C 5 D AN C Ef #f©t I, ^* 
20 ^»f©^T[^lt5DANCEl^©l^^f5Ii ; 

(c) _h|5 (b) (DitmWm^^^X, DANCEi^M^iffSt 

< 2 8 >Ji|B< 2 3 >~< 2 7><D\,^tbfr<D#mte£ymbtlZW'&MmMl$ 
25 <2 9>DANCE©»^ttmiit5> DANCE#I^nf7-f © 

< 3 0 >_h|B< 2 9 >©^<t!?#^5DANCEt^^nfr-f 0 
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< 3 1 >_hfB< 2 9 >©^£Nlfetl5DANCE#^OT7^lra 

< 3 2 >_LfE< 3 0 >©DANCE#a^Pfr-^ Xf*_hf5< 3 1 >£>^ 
y^^W K^^S#tt3»li^lPI«i3Sfllo 

5 < 3 3 >&LT (a) (b) *-g"tf¥y h : 

(a) DANCE, ANC E £r^ — Ki~5ifcKB^llSrW-f~53^ V X # \"$T 
*f~ K ; 

(b) (i) ~ (vi) ©/>*<nio©0; 
(i) (a) ©DANCEfctSlJW^©DANCE ; 

10 (i i) (a) ODANCE^IiSrMte^BODANCESr=3— Ki-^m^iB^lJ 

&^r-rs*°y ; 

( i i i ) y ^t^f^-S ; 

( i v ) y i/yv^S^—-*? Sr a — K-f 5 SSSB^J Sr^i" S^U?^ K ; 

(v) LTBP2 ; 

15 (vi) ltbp 2&^~vir%m.mm&^ir&tfV v^Ko 

<3 4>J^T^)X® (a) ~ (b) Sr£tN DANCE#^^PT7-« 

(a) BT^®»SI^DANCE^^i»§*?,It; 

(b) DANCE^ef^tbS^^srffMie-t-sxeo 

^rfr 5 fc ae>, #«MKI ^^fS»SFfSI i&ffcXttgfcSFtf>fc ^ 
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-r/VmW ; fi^y^^ : ^/^^^W^^EGFm (c b EGF) ^~~7 ; 

: ; ffl&tfy?* : C^K/M^ ; ^ * : FL 

HI 2 13 N 2 9 3 TMf&W tf> v^DANCE <D§i$lJ^¥a^^-f 0 

5 msfe, ^vxj&mmmmm(Dmm±mfc$otf sdance ©s&si&^-ro 

B5tt, ^DANCE, N*^»rDANCE^ftM : Sr^i~o 

10 ANCE©7^^W^t, 

®8te, tllDANCE (R 7 7 A) fci5DANCEUBfiO<£T4:^t« 
IS 9 43, ^pm^J^Jt*^ [r^ttSDANCE ^ * iss* ^ W ^^i"o 
BlOtt> DANCE^W^^fc, DANCE^±©^, DANC 
EHTBP2 ©a##lCi&gJfcffi#©flW&^i'o 
15 gllft, DANCEH S'A'tti/jf*— & <D$g&$:7F'to 

HIl 2 13s <D^if><£> t h It 5 D AN€ Eg 6f ©H^lr^to 

B a : ; F : 01® ; N : ; B u : Wft ; T : P# • H^M(±JH#^PJ^ 

mi 3«v DANCE^sefiDAf^iws^tsiMfryt^ 

20 Of^^-To 

1. iiiDANCE, MEfe: Ki-^^y ^ K 

tts jk y k\ ^t»° y =* - K-r 5 3tK y * * KStH^-T So 

25 rDANCEJ tit Sa?IJ##2ti$il§7 5;WJ, X«ga?!l#-^4T? 
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SNP, /^o^^^^tf^yr^hs HULS&flfe^v-yn^if) £:V>5o Jl- 

f syii#-§-2xraia^i##4*Tf«stbST^/»E?!itiutft&iJ: 

>>\ ty-^ UvK CI^n ?y>^ ^Ax^-, Wyf, 5. 

^ /fS^^^5DANCE^^V^7 7#|©7^1i 7 8#@©7^/ 
ifeiOM^dH-S^n^r*— €^rV^ 0 DANCE#^7°nr7^ii, ir 
15 . y is-fxt^rT— Vfc if*— t^577°nf-yia •}Ri.*S^ i/^y-f^ 
7"Pf7-^yt If*— 6 4^<fc 9 BB. J g£*Lftv>£v> 54WSr^Ti"S 0 
DANCE#^P7-^^ ^J#III»M, 2 9 3TISR JftftBJft 
ts:}£X*(D$&m&mmtStlX^Z> 0 ^|:DANCE#I^nT7^l^ 7 7 
tS^T/V^^M^T^^^SlJlt^L^^lDANCE^^tftS^ISf 

20 IB©4ST#fll»£;ft/TV*5 0 

t£oT N ^5 DANCE #lKl^o f7^fci5DANCE ©§]»f K i V 

# b at 5 «§&J! o *° y ^-y^ k ©— # w\ 2 $ tt 5 r ^ y hib^j 
tb 5 r ^ y he^d ^ e> ft 5 # y h\ x ra-t ic « s 
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sa^j^^s ia^j#-8-6x^sa^j#-^-8^^^6T^ z^ia^j^^v^Ti 

2 J^Ji mxM 1 ~ 3 0 {@. &ti b < « 1 ~ 2 0 i5^L<fil-10 

75 /^sa^ij-efe^o 

ia^j#^6x«ia^j#^-8-r?*$nsT5 y^ia^Jiriis^^iii— c^r 
^ y mia^j b tt, @a^'j#-^ 6 xjs 81^^57$/ siffi^iifcat utd 7 o % 

15 L<1S9 5 %£JUt. V^o ^ 5 £ 9 U < tei^ 9 7 %£Ui. U < U 9 

9%^_hcDi^i— 'i4§r%-r?>r ^ jnnm&m^&z. t &o id— i£ (%) 

^^-efffl<D^o^7A (M;U3\ BLAST. FASTA^) Sr^^-e^V^T^: 

m^tmSo su©jra-m. N-tt (%) te. ^i^^-e^o 

^f©7;W^M^, $]xJ3\ Needleman (1970) (J. Mol. Biol. 48: 444-453). 

20 Myers Mi Her (CABI0S, 1988, 4: 11-17) (DTsVzi y XAf^fffl Lt^gf 
§ri^t't5 0 Needleman t©7;^ijXA|^ GCG M?i7/<y^ 
(www. gcg. com (D GAP 7°n Jf? ^ {C|g.^jA^^T*5 <Q . |H— '[4 (%) 

tel. iifl BL0SUM 62 matrix XJ3 PAM250 matrix. 3£0«(;i gap weight : 16. 14. 
12. 10. 8. 6^b<«4. %lXT length weight : 1. 2. 3. 4. 5 5^ L < 6 CDl^-f 

25 tl^^ffl-rS- £{£j;o-T#!:^1-3r t&X-%& 0 £ fc. Myers Miller <D 
T/Vdt ]} XAii. GCGia^JT9-r y^^hV7 b <7^T^^<7-— v 5 ^— 
ALIGN 7° n ^ 9 ^ {-la^iA* flX V > 5 e 75/ ^ffi^ij J^tSt" 6 it ALIGN 7° 
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P^ASrjftJffii-SSHK 0Bjfc.fi* PAM120 weight residue table, gap length 
penalty 12, gap penalty 4 W^-t^tS. 

tB£IPJIi& SrfiyirLTi^Si fcj&s«F*LV\, r|BHC<oSH4j fcfifiHfc&s^S- 

ib#j#^- 6 £ tts r y stia?^ e> * s # y k i^ic^fiH* ttt 
io mz.&, 4^t^v^^^. Tt^m&mm^ mrn-tti^ dan 

yy^Mi-el)5nytyt^Ar g-G 1 y-As p (RGD)^f-7 (IB 
m&-&6-?m£tiZ>T$SMW&i)\z&^X3 1#@~3 3#lK:ffiatST5; 

LTBP 2|j^«fcft ^^rffc^S. lot, K2?lI##8T?^$fLSr$yBft 
IB^iJ 4: HW^^IrI— <DT ^ J WtWfflfr £> ft 3 *° y ^zff- Kte> 0^ L < W\ y f 
25 /Vtf-^S^— if|£l^M£> y iz/V-^i/^— if^~ 1 (lysyl oxidase-like 1) |£ 
^§Mis LTBP 2 (Latent TGF- 0 -binding protein 2) f^glM&CD^ft < £ 
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#!jx.te\ LTBP2^W^ D AN C E © ^ 5 ^ Ai^^tt EGF 
(cbEGF) m^f—y UXmma-Z. (D/N) X (D/N) (E/Q) X m 
(D/N) *X n (Y/F) : r^T\ m. n te^lfc^M „ TXTV X?fep7km 

5 m) s y v^^^^—^m-i^m^ ltb 
io /Ky-^^K (^^^^yn^i ia#i#-^i 6-vm$fri%T ^ ymmnfabte 

15 6 xf2ia?fj#^- 8 t?^ $ tt 5 r =• y ^ia?y^ e> ft 5 # y ^x^- k* = 

$ tbSitSiB^i^ e> ft & y * * v&mif bti&o 
®}(Dmm~?fe, m$m^ 6 t?^ ^r^; sfesyaja* ft s *° y ^x^ k©« 
& a — F-r s y ^ k w\ ia^j#-§- 5 $ n 5 ittia^ij <£>*a*f bb 

20 ^HZotf Lt/^ X h y J^re ^ h (high stringent) ^#TT?a^ X y #V X-f 
4kflr (ft* U< tt N *f»5g£ (moderate) ^M)^xV Tt/vf^D 

* fc\ @B^iJ#^ 8 §^57?/ sna^ia* e> ft 5 *K V -^X^ KO^ffe &r a 
25 - K**-5# y ^ ^ IB?!l#-J§- 7 ^&*b5ffieB^OftffiS#)fc>tfb 

x w ^hyy^xyb ^#t^vn-t x y x-r x-f 5 ^ x ia?tj#-^ 5 -ege $ 5 
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^ <5 (Current Protocols in Molecular Biology, John Wiley & Sons, 6. 3. 1-6. 3. 6, 

i999) 0 ^^r^ m; >-t?cc^ b^#T-e^^-r^y yv-ff~ v a >-£>#^ 

5 t UT{^ N 6XSSC (sodium chloride/sodium citrate) /45°C(D^ 0. 2XSSC/ 

i^^^hm^r^^^zfv ^4^—^-3 xD^wtvxi^ mfuft, 2 x ssc/ 

30°CO^, 1XSSC/0. 1%SDS / /30~50°C1?(7) 1 |U^±^^^{f ^tt§ 0 

m$m-& 6 -e^ $ tb§ r ^ y mm$u> & & s ^° y ^.~7*f- ^(Di^m^)^ — f-t 
10 s y * y k &m iuttt, gB?u## 9 T?* * ti % a> h & 

5 *° y y; * F (-e y * ^-/v y n y>) , IB?l!#-^ 1 3 **uSiS3£ffi^I^ 

&§^y yy l/^F (7yht;vyo^) ^WfettSo 

ia?ij#-^ s^iisr?/ ^ib^J£> e> & 5 # y k©«9** =* — F-r 

2. DlflDANCE, ^^-tb^^- Ki-5^°y KofESfcfrjfc 

2. 1. aais^ 

20 ^j#-^6X«iB^!l##8-e^$tt5r ^ y^ffi^fe^^ y^y 0 ^- F£r=*— k 
1-3 *°y ;*y w-^-Ktt. *<o&mm mtttfi. «\ *£i&&ir) a>e> 

URNA^iffiU mRNA/J^cDNA^illfcts MUfty^^—^rffl 

■f - 8 -eat 5; y mmmt>* & ft s ^ y ^y"^- K©*&w«r =* — F-r 5 ^ y 5? 

25 yi/^^Ftes _b|B^)ai«9 y n^-^^y^Ufc^y ^y F^^^r^A-T S 

mfemmmmmAfe ( g a PP ed duplex) ?^jrj»\z&$zi&&m&mMr&&&i 
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> ?*m, ^y?^ -^—mts: ¥<D&m&mf bn&o 

£^#5fco^fcftrf#fcfMlK£ftfcv\ ) ^°^^^K-<^^— , frwvv 

•So 

-K1-3DNA S jfc.Jfc=*K>\ ^-^*5J;tmSS^rt6¥^e>flf^^ 

K £ a — Ki" S ifrfS^ © 5' J; tJ« 3' W©^NBflRIB*& * ^7 ^ f ^ ^ 

25 M^^*^PJ©^y^^K^?i$^S7tfe©7 D n^--^ ^-^^^^ 

— fiSSfcrau 7°n^e — , RTJ«Shine-Dalgarno(SD) I3^J ($!xJ£\ 

AAGG & if) <£>T?fc 5 „ M%.ltm3E&^y^ V ^r7l|©|^ #F3@fc:W: 
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Trp/P^-^^ lac ^u^e — , recA ^"n^E— ^w_ % x PL ^ — s 

lpp7°n^— s tac — ^if^t?feO^^$tb^ 0 ^'t'-e^ 

^/Ky^^F^^^^^©^^--^^ LT[ ^ pho5 ^n^E— x 
PGK^ia^e— s GAP 7°n^- ADH ^E— ^ — ^S^(f ^t£#^^ 
5 ;V^lf©#^», SLOl^n^e— s SP02 ^n^E— N penP ^u^—?— 
t£l£&m\fbnZ>o #^^f^?Lli)^«^^^M-t?fe^»^ SV40S 

15 3t^lifSA^t tttts v?fcFnltV^^^ (DHFR) 3t^ N ^ 
^^©^y^^K^ — K1-£ DNA, ^lt = K^*5 J^^ — ^ fjt^ 
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wtLiz, y *rmn, (if-$>#p-^ri?*^ 
wi^^i nmmmttcfe&tkmm, m&v< ra> sf9) ^w^§ii5o 

00 #11 Graham O^fe (Virology, Vol.52, p. 456, 1973). 

B&ifoflja0>#^H^ Summers 6><©^ife (Mol. Cell. Biol., Vol.3, 

p. 2156-2165, 1983) K&vX^tl^tlJ&Kfe&tZ Z. t&~1*% 

BT^tt^VT 0 ^. ^a«F&2f#^ IX te^atSSaRi btlt 

^Jx-^T^^^^SHs Mils a — isKf—zf- y#-, ^ 

3fg|JiJ;5fl!i©^ (#!ix.te\ &M£ (^x.^W/Vv'^ A, y ^m^zk* 
fh^A, Sftv^v^A), if^^^ N StMjjC (tfilxJ^ h7^4? y 
^^vy, T^fc°ixy >\ ^^--^^v^) ^ if) £r^Ay-e^Tk £V\ 

^WM^w-^mnuw-^^mz.^ yftfrfri% 0 ^J^t^m^. 

#3£^ij,^«©#^ igi-fii: Ltiifil) 5 ~20%©I^14 i Jfil^^tP MEM 
j^iffi (Science, Vol.122, p. 501, 1952) s DMEM tni& (Virology, Vol.8, p. 396, 
1959), RPMI1640J^±fi (J. Am. Med. Assoc., Vol.199, p. 519, 1967) s 199 igi-ffi 
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(proc. Soc. Exp. Biol. Med., Vol.73, p. 1, 1950) ^tft-^V^S £ kffi~X?% S 0 
mm(D pH \tm 6 ~ 8 "efcS <D&&-£ L < s l§*f*aS^ 30~40°C-e^J 15~72 B# 

Mx.f»B4 i JfiL?t^t? Grace' s Jgife (Proc. Natl. 
5 Acad. Sci. USA, Vol.82, p. 8404, 1985) tl s ^<D pH 5 ~ 8 

%>(D&0%. UV\, J§ilte«^ 20~40°C-e 15~100 I^Wff J&fc^ i&Sfc J: 9 » 

10 #3£^ E. coli UV^flB 2: LT LB M9 J£#& (Miller Exp. 

Mol. Genets Cold Spring Harbor Laboratory, p. 431, 1972) ^;W!j:^£tl6 0 

mm*, i&siz&ym^ m&\^%:&^ ai^i4~43°c, 1^3-24 
Badiius mm<Dm&,>&mfc£ymnMW&^tefcb,mi%3o~4o o c^ 

15 ^J16~96^5ft5 iimSo 

1t^dSSWT?*>5ii#>^fSBi: bT N M^^Burkholder^/>lg±fe(Bostian, Proc. 
Natl. Acad. Sci. USA, Vol.77, p. 4505, 1980) dS#»ffc^ pH«5~8^S>5 
r.fc-*SM*LA\, 20~35°C-t?^ 14-144 i^rafir**>*b, ^SfciD 
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iZfc, MfLfts KX^^ffs Fl ag*^) t£k*&mnvfetfy<< 

10 2. 2. -gDjf^jfe 

Olf tttll ^ifl DANCEMDANCE#l^Pf7-f©^ 
20 DANCEMDANCE#M^7 B nf7-f©^^Mt5»i^ ^<£> 

2 o (D * ? ft&mm-r 5 m v mz. mm & ^ <d & 5 m &\ 

DANCE»i (M>lfc£. DANCE*^t*Mt5»> XWStte^ifc 

— gJfcJg'* * * ~ <£>¥A, DANCE #^^7° p T T*~'&3&&MVfo^ COD AN C 
25 EH^."*^* — ©iA^ et©«a^DANCE%^^" RIDDANCE 

•£/t N l&m&ii^&^S iftn?^ D AN C E W/XftD ANC Eil^yp 
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TT~'&(D2&&Mti&\£s W^tK DANCEW/XttDANCE#IW/o 
DANCEMftfitt, «^V^-ftL-e^iV\ DANCE 

5 m. mm, *tm s wm, ^m. mm, ^jf^p^-cv^^-^ 

DANCEMllitLTfflV^Srt^So &Jfti#»», *Bfl»te, £ ft: 
^PO^fe^ J: 9 S (Mxi^ Current Protocols in Cell Biology, John 

Wiley & Sons, Inc. (2001); ^f£$BJ5&£>#llt ^L#»0 ( 1 9 8 7)#$0 o 

10 DANCE#^^Pf7^m«t-ol/^^ N 

Vvf «fcV\, ^ijill &J#M£^Pfc 2 9 3 Ttt^ifOlSR 3fctN£j«K 

DANCE#IW^Df7-fM«i LTffiV^ii^t 
ANCE<D«?£tt£^1-£r ^l^fe^^ DA 

E 7° n ^ X — if ssm jfiBJfe (O m i£ & Sift-t" 3 o 
20 *§Jlf^ffiV^*l5»it Ltd -h^bfc?f^^m#:0#M^V^ 
tbS#^^lKl«^D«MV^§i: ^^^§§^ s fttfv-^ lAftt, 

DANCEM^^-fts ^.mm^^v^^ F&muirz^? p—tmrn 

25 DANCE#^7"nr7^»^^-^ f ItSDANCEtl^ 
ANCE#^7°n^T-ifB?i.-<^^ — «x #8£O^Jl* ? U — -^Icl&tt 
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N C E ^ T— if ^^>5t^^%^^^ ^ — ^ <^?B^^fe o T h 
<fcV\, 

5 ^W^©DANCEO»Wffetl5o DANCE#I65/nfT^ 
^rptfms DANCE©^(^teSr^rt"5RS»?#lciRB^§tti*. fclfctf, DAN 
CE#^Kj^n^T-if|Sm^^*-ti^ ^!^«^ttm^> DAN CE# 

10 ^Klfct> DANCEtfW^Xttfi^^DANCEifi^tltDANCE 
ift^^a^T— if t<DU-&\Z- £ 9 s DANCE(Di33$?;Wfg£&%o 

DANCEtM^PTr-ifti^DANCE©^^ ^DANCE^ff 

3. DANCEOjEta ^^C^N7feMiJ^C^MiJ^y^^K^^j-j-5 
^mm^fc DANCE#I^nfT-^ia5DANGE©»J: «9 
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wgm*> hm£foz>'pt$. < 1 1 6 m, u < ra^ft < t % 8 <t t> '0 

tft#:^f£tt-T?ft<. ^^O^V^^^^-r^^iJl^^i (CDR) «r*r 

-t-SRB«JV^d^«i;S79^^M?fcoTfc«t< % MxJ£\ Fab N F(ab') 2N ScFv, 
minibody ##^tf t>fri%> 0 

KLH (Keyhole Limpet Hemocyanin) *$<D** U Tlfif^fl bfc*f#f£ 
5 0 ^©fiil^i#MBIM MtLfc NS-1, P3X63Ag8 ft &ffiB&M&LX& 
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^mm^m*. *c*?m$, t t mil ^^Wot 

feiV\ ^r^^^L#:«. #9^.r£ rmmm^ mWmf^) , Vol.6, No. 10, 1988.U 
3-73280 #4i#ft$?&, t Mbytes 09 4-506458 #M 

5 Bg 62-296890 -Ph&fR^^N t h^ft, $]x.£f TNature Genetics, Vol.15, 

p. 146-156, 1997.U TNature Genetics, Vol.7, p. 13-21, 1994J % #^^4-504365 
#^BU SBB5ffi«^M W094/26586 ^B^^^, 6£-§\ 140- 

05 0 1, 1 9 9 5^J, TNature, Vol. 368, p. 856-859, 1994J, #^^6-500233 

4 . d a n c EMMa&gMffiM^M^fe 3LsLh 

V^T. D AN C E#M^/n fr-^}C i 5 D AN C ElDillritt 5 

25 DANCEililJ, ifl^ftlO^feKliQaDt-e^So $l>tte\ DANCE 
SDANCE^Ml/^Mf^S V^Xfls'?*!/ 

fc,fc&»jr«5o Ji3£Lfc;fca§iK<^^e:Rge>1\ tele 
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©^DANCE^ m%.&. VANCK(DWmm\Z.'2i1t&Zmfr<'7' t F}*$: 

$mkvxm^x{m\sittf.m %®imx%z> 0 a^sawm* ±mv±^<D 
fcMJjmz.mvxfcmxz & 0 

DANCE^]»fI©ai^DANCEjiMffiV^^ IKttfc^ft 
DANCE§Jgff*^S!l^#5o 

if turn sBiRu/tsaif^jEscTja^^^ojjsa 
fms 0 mmt \sXT/vj] v ^77 &&m9ivitm&\z&^x\-z 
p -- h (pnpp) ^ds^tfb^ ^©^©^it 

Lto-7xsW/S?T^ (OPD), fh^^f/^f^ (TMB) t£g 

£fc, DANCEfUfjSftli, ^i^rfs DANCE-gunf^i^^r-r^^y^^ 

DANCE^lTgtt©iJ£l^V^f,i^6f^f•i LTtt N DANCEWI5 
tt^Il^SIID^IiDl^nSlO-e^V^^, i^ff, F I TC N 6-F 
AM, HEX, TET, EDANS, A 1 e x a (^f^MM) Fluor 
(Invitrogen) ft k*&mf bflZ> 0 
25 DANCE^UiFf^'fe^rl'JS^^V^tbS^^^^^- k Lt«, DANCER 
^'I4^Wilb#§P5!9#^Rg^$n§^©l?f*^V^^ N ^ijifl TAMRA S 

Dabcyl v Ecl ipse, QSY^x l^f-^r (Invitrogen) ft if 
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if bfhZ) 0 

DANCE®mA<DMfe%^mzirZ>%:mm(D*cy H3\ i^Ufd^DANC 
E^^P^Ls DANCE. 2#Ci7L#\ ^iil^ttSSfs &W&9ft<0®M 

izM.mftUMft^&Ste^ b&X^Zo DANCE co^DWf^ 

tt— /V£ UT^t?r ^dST^^o DANCE^3if*^#'l4 

DANCE^^^SSl^RTtB^i-S^^^^y DANCE, ^ 

15 NCEflMnyfP^/^ttttf-imSo ^©^yM^?)^ D 
ANC E^DDf^'l4^#'l4H»^^^i: * 9#S g^fBigcUTV^M!*^ 
^-ewcfc J:V\, 

20 5. DANCEfife ^Mn-Kt^>/f 

^B^te, DANCEM^PT7^(J:J:5DANCE©§)ff^ 

^•f-«fc 5 ^^n^T— if-gOlff^S: (Arg-Gly : |B?U##2 ^m^fl^T ^ 
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|, $f^U<{^7 2#g~8 3#g s i9^t< »7 4#B~8 
5 fcJ:$>#3:U<fii7 6#B~7 9#B©T5yik fc5VM*IB^J##4 "C^^tb 
57^ :y^iB?tJfc:fc^T4 7#g~6 2#g, £?l£b< «4 9#g~6 0#g s 
<£ 9 L<tt51f |~59#|, £<b^J;«9 ;£ L<»53#S~56fI 
©7^/1) ds^m (0O;trf, ttfllk «m) UTV^r^M^-TSo 

PfT-fiaSDANCE (Dm fr II s ^£5V^T J: 9 l£T(^i(i* 7 5 % 

#«5£$;Tb&V\ DANCEfS^DANCE#I^PT7-if^LT 
^te&T^f-a^a^ Jt34L7t^0if^&^J:6jEmDANCE, DAN CE^ 
15 ^O^IIt^M^ jEfDANCE, D AN C ^m^Vf^WiML&WM. ' ttMir 

5 4 # g <D T /V^r ~ V/^ T 9 = >^ ^fcfcT ^ / ^IB^lJ £> & § # U ^^"^ 

25 - ^^mmmw-^m^-r & 0 

^©DANCE^IM^i^^^^KtS^y l^^K^ 
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6. DANCEM#: 

6. 1. H2Q(DDANCE^m^DANCEMff (MftI) 

5 ^^<i^)2o©DANCE^t*5DANCEM#: 
ft: I) £r##H-£o 

I U ^t*^- 1f &UVX« LTBP2^^ ^/uT^X 
<b «t V\ y ^/V^-^r^y— fX^/Xii LTBP2I1 f&&<Z>il «9 S 0 
I fc\ ^yr^y ^.Rtf/XlS V ^/^^r v^-if «- l & $ 

UV\> ^fhh4 l^r^V isRXfiV Zs/vtti/tr— l „ RW<Dmm 

15 ffr-k U< tt % I tt N «fcJ3URTffi^^lH8"CS>«>s>3&< i: 21I©dan 

E^JI^^U ^^M^m-BTtl^feSr ir^rS^-T^o DANCE©! 

sij *smts: : &n<Dm-&it t lt^hdanc e t ^sdanc e t <dw.^, 

2o©I/i5 WM DANCE <Dm^^M^ fl 2> 0 
35 S) ^£5tf»^f fe^So 

DANCE©li»^f)i^5xt o ^-/^:Lt^t #1*.^ y^^-^- 

S- h7^7x7- ^ (GST), ^/V b — |f (MBP), 4 > 

25 7;^yf-s^^f^y (HA), ftl/R^ (Trx), t^^v^ (H 
i s) FLAG^^ My c ^y/feif^^^^tl6o 

^^©^^ I # N £ fcK: y i/z^^v-y— if N LTBP2^yr^y^ 
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&$%x\,^xhwm& fixate < kh£*<\ 

5 ^ K^MO^jt^bT^ DNA#l^#3£r#MUs i<DDNA#||l#/£:# ^Ifflj§£-C 
(M£J2\ 35 S) tfUDANCEte, VANC&m$Lmti&&1&M%kmfiLfa-$ 

I <£>^j&«, DANCE©II(a!) (SP% N DANCE©»#? 
15 ^iftft^K fe3VM££'J^-R«bfc^&< £ |)2t©DANCE (t^UDA 
NCE-#ItDANCE N 2 o©^5^!|DANC E) <DMm^ £ V m$,X 

fcDANCE (M>tfc£> »jRTfl^li) WDANCE|§«^ 
20 f§DANCEfg^^-©iA (-Y^tT bn N flftfSrgt?) *9 

miMMftBMXh t h 2SS©DANCE^A; 

25 WDANCE^if^MlfcLTfffl-efcSo 

6. 2. ^< ^ lQODANCERtF'J ^^^-if^T'/^DA 

NCEMft fljiH^I I) 
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danced mil-fei i) %mmirz> 0 

Jf-m&W- 1 I«s DANCE (fjx.!^ HWURTIBJfc^tBODANCE) KM/ 

X^ltbp 2£r£ ^r^Ay-WT^ £v\ I -r^r^y^ 

5 RlVX^ V/^^^y— HM- 1 &fc"&A/WC& fc*3^ LTB 

'>4 < H 1 o©D AN C E * U ^t^f ^ftift* *s 

10 ^§-f5ri*#|ii:t5c 

I©HO!i, DANCE (fjifl iSljRri«ODAN 

ce) w/xftLTBP2ir§b}-iM^tfej;v\ -r^^y^ 

m&fcl I©I^tt, ^lliDANCE^^Iiy ^/V^-^i/y— ^ 

15 <D&m> *tiiiDANCE tmmv ^^-y^—^owm, ©dan c e ^ 
*sffty 9 s!v*dt*/?~* &<r>w&^ iwiso^Bi^-e^tb^r-rsDANCE t y 

& <0 M;fctf)fc\-5, ^frl I CD?f^«s mH^ttftiDANCE tWM^flf^V 
20 i/;v$r*c*/ft—* H(0^^ ttfet^^DANCE|§^|0^^^)"f-2) y v-zv^V^— 

y ^/W-^V^— if N &lFt©M^f»tfe5o lot, y->/l/^-^rv^ 

jfiL^sp^^ ^jf s ^p^ia^ifo», &mz.mm, stilt > ^ntzi? 
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6. 3. ^<HloODANCETOTBP2^W5DANCEi 
(M^Hfe III) 

&$&m\^ 'Pf£< t i> lo©DANCEl^LTBP 2^T^5DANC 

EMft ill) fc3Kfci-«. 

10 I DANCE (flifcfcf, WtW^DANCE) &rj* 

?fe*5, y v'/vt^rv'^- ^y7^y^ y ^/w^^-y— i -tax 
15 ^p^^^rhs jh^©^^i i i (DMMJife&mk-rzo M&fci i loin 

m^m-i, ^<Hlo©DANCE^LTBP2«§t, M&fo&l&tft 

*gl=H£l I DANCE (Mill MjRTfi^tl^DA 

NCE) M/Xiiy v';^^r^^^§ f 5 !'fi§*T'b iV\ &£>fc, ^ 
20 ^7"^ y ^lt;/X(l y ^^^^fi- l £^H!£iir;5 ^HTt 3 0 

I I I ©^fi^ilttf^itDANCE t*ilLT B P 2 O^M, 
*tf!tDANCE tmWtLTB P 2 OgHtt^ tliDANCE t*ItLTB P 2 

<£>»fe, iRi^tiiii^^etb^^ri-^DANCE t ltb p 2<dw&^ 

^^Stlli^-^tt^tbW-r^DANCE i: LTB P 2 (D%£f&\^3: V & 0 

LTB P 2G9SftiU t^I'DANCEWliWS LTB P 2^^^^ — 
C^As XtFLTBP2M»l^t5DANCEM^^ k -©iA (-T ^ 



WO 2005/093057 



PCT/JP2005/004274 



30 

LTBP2, R (D^^MitL }Z£&n "7?<fe> 5 0 fot, LTBP2M^^^ 

^fefcj;9fm-c§*. LTBP2S, jkw^w«, &mmmwm 

LTBP2 BMBflWflM^ 

7. y — ~i/jfjjm 

jrm (x?y-~i/j?jjmi, i ik DANCEM#:«riiL#§ti 
7-t—m<dx? y y -^v^ffev i ) ^su^tbSo 

7. 1. DANCEti^P77- p — 
(c) Sr-^tf : 

(a) W^m%^, DANCEil^nrT-f «$t5Ig ; 

(b) _h|B (a) ©I^iiaLT4C5DANCE#^7°PTT-^©?Stt 
25 l^atW»^^l/^©DANCE#^/nr7- 

(c) ±f3 (b) C0i:b^^^S^V^T, DANCE#»Pf7- 
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' X® (a) te*5V^T, ftif iLTil, V^fe5^4b^;&t«^te<&4*> 

T'fcotu<, mi. jjast, s&«s -^^k ^rnws^Hb 

«ft*f©DANCE«*^P?7-^©gH»tt, T2. 2. §J»f^«fej T? 
JZm (b) {^l*5V^Ts DANCE#IW7nr7-f©)Stit DANCED 

15 mwtmmz. u. d anc E^jifM^if^^ism ^?>h -m&u 

fr**>tb#5o «^*«©^Ttz:38»"tSDANCE§l»f*RtJ«/XW:§J 
5 * fi Z> o r. o «fc 5 (-jSJR * tbfelfcfift Wtt . #M»^fStp 

7. 2. D AN C E #1^17p T7-f gllt^If UI^M ^ U ^ 
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ttSrffHffi-tftSlSOW^IS^^H^v^^ $JxJ£\ ^T<£>X© (a), (b) &tj? 
(c) Sr-g-tf: 
5 (a) «ttWtSr»*l^tS3jg; 

(b) _h|B (a) ©I©'g@LT4i:5DANCEtl^)7'PTr- if<£>S'!4 

(c) _hf3 (b) (D&mkMtlZ-^^X, DANCE#I^nfT-f« 
10 ©lUti «: % 1t S: Wli" & X® 0 

&*5 N DANCEflK/nfT-if©ffiMIIIt#5#f}l W5DA 

— -^tfjjfel I CD'f4|€_h> DANCE»/nfT^©Mil:f|§t 
15 (a) fc*SV>T^ tWItbttt, ^^y-^^^&I £H^t£>t><£> 

&#$3ffflte. tesfcfcK^^So fc*^ *^ac^3Sffi$^s»«ra^ r4. dan 

20 (b) ^*5VNT S DANCE#^Pfr-^OfiHttt, fllfctf, 

ttfeft* <D£f£f«<^ML ^^fWfc:*? 5DANC E^3®f*^*^V> 
XWItf 5o ^-ftWsfx DANCE§I|ft©i(^&«> r4. DANCE-gOlff 

DANCE§J»fft©Jtife^ DANC 

W^ltSDANCE^OW^ ^W^^^*3^SDANCE-g0ilr* 



WO 2005/093057 



PCT/JP2005/004274 



33 

z* wikmmsmR r. (D £ o team £ 

7. 3. M< j: 2og>DANCE=Sr^^5DANCEH^ (Ig^ I ) 

&V^S, SXTCDJIU (a), (b) (c) 3rgt? : 

10 (a) ^^«<^#^T\ ^<H2o©DANCE»mit; 

(b) _hfB (a) ©I®^S LT&t5DANC ElM^t» t£* 
&*M^lf W^T^tf 5DANC E^-B^OS £ i:b^-f~a X@ ; 

(c) _hflE (b) ^b^l^-S^T, DANCEMM^^lftet 

15 (a) ^fc^T, ttWttttt, * ^ U ~~ I £H»0^ 

4>ft< H2o©DANCEOi»i^ T6. 1. 4>ft< H2o©DANCE 
£rltrA,!?& 6 D AN C E^#: I ) J T?W^ UfcgHB t HW^fc 5„ ft*5> 

20 0^UV\ 

Q^m) i:f>^ h*vv —<D&m. &m79x*^&mm<DmEftmM$r&. 
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10 fjtl^ £AT^X@ (a), (b) (c) «r£tf: 

( a ) ©#&Tn < t> 1 o COD AN CElrU V/V^-^ if m 

(b) _hfB (a) ©X©fcjBHUT&C5DANCE*^<0*&SI}£U l£* 
&*fc(ft W©^Tfc:jS 5DANC E M^©S £ Jfc$H- 6 X@ •; 
15 (c) _hfE (b)- <Ditm£mz.m*r5\<^X, DANCEMW^Wt^t 

'ptz < t % i o©dan cEi y ^v^-^v^—tf©^*^ re. 2 . < 

20 th lo©DANCE^t;y^;m-^W^t^5DANCEM#: 

X© (b) ^^:*5V^T, I <©4f*. *&a$fcteSfe (0H*.Wf. »J7#I) 

ifv^b^ hy-cof^, ^®^9X^^*i^^lSf^^M^ ELI s 
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#c^-e\ ia(c) {^v>T, m^fri iw^^iftsttfes^i^^ 

7. 5. ^<Hlo^DANCE^LTBP2^A;1?/^DANCEl 

y-^^sfjTfev^ m&fc 1 1 i (Dmrnzwrn-^^zmymz-mfezfri 

10 &V^S S $j>U3\ ^T^X^ (a) s (b) TkXf (c) Sr-g-tf: 

(a) titiI©#l5ET> t^lO©DANCE^LTBP2«§t 
•SX^g ; 

(b) ±M (a) (DX^HLT4C5DANCEMfr©Ml^U 
Sr«^fe^©^T^*5tt 5 D AN c EM&ifc<DML t tmirZ) X©-; 

15 (c) _hiB (b). (Dfrmmm^m^^x, nANCEM&fcvi&m&mwirzm 

x^s (a) }^vm: n MfiLTfi 

£>fc< £ h 1 OCDDANCEirLTBP 2 (£>^iJ3\ T6. 3. 4>ft< t & 1 o 
20 ©DANCE^LTBP2^t^5DANCEMf (Mf I I 

X^ (b) ^£>^T. I $feSeW$fc (MiH «$]6# 

$0 f y-©f^, ^S^^X^^^CD^E^^Dffe. EL 

I S Ai^DS^Miia !)i^5 0 
25 I I <D*<Dj:bi|m, tfc^lfO^&T. ^£rn-*^T N fc-g-ft: I I 
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^v^\ xm (c> ^*^t s m^wi i i <Dmj&*mmir&mk%ammu 

5 iltfffit^So 
^feV I ) 

X^y^y»VItt, DANCEcO^ODflStt^r^^. DANCER 

k&-?%& (Mx.it, Molecular Cloning (H2jK); Current protocols in 
15 Molecular Biology (fMJK), Acad. Press (1993); Antibody Engineering: A 
Practical Approach, IRL Press at Oxford University Press (1996) #flg) 0 

JW^m, DANCE#I65/P77^WJfiJ; 9 cDNA^HU 
%% c D N A &m^i tmU^ ? —(D^u ^ —(DTffiXcM Ai~S r i: J; *) N 

20 l^^^-^M^bfd^X«^A-r^^^^J: «9> DANGER 

£ (o^WMW^-(o ti f)>7b> d a n c e i&mfo -f v T T — if &M*Et 3 MW&Whfc 

ALfc cDNAlcri-K^ttrv^sat^SB^IISr^i-Sr £^£9, DANC 

y-c^^^feV I -T?^V^tt6#^«i: LTti, DANCEfD-^Oilf 
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ffitz z> m%&x- tffiv^s^^^^-ef5o s>6 dance <Dm mm-Bi^ir & 

y- ; v.^np*;l/A (AGPC) fe^^l^ i ^RNA^rlltSo 
10 T\ ^i; =f (dT) XterfJlK^S' 
f Quick Prep mRNA Purification Kit (Pharmacia $£) ) MV^T, m 

(#!lx.te?> Molecular Cloning (^2M)> Current protocols in Molecular 
Biology (131) #M)o cDNA?/T^!J-©fm^V^^^^ 

Sr^i-S7^fe^, DANCE^^afr-^^LtV^V^OmR 
NA^rfflV\ f7*b9^^ay^ (Proc. Natl. Acad. Sci. USA, 85, 5783 (1988)) 
20 Stfr&oTfERlLfc c DNA7^/7 V — SrJBV^S r b hX% 5 e 

dance &mm>^x^ts:^mm&^mMb i^xmtRvfc^r&w^ 
±m<Dmvmwk&tife cDNAy^^DH^^ dancem^^- 
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EM» DMEMi#±& N 1 9 9&Mti1tftZtLb%mi£^te!%&ttt&mMl, 
5 1t&1&#&) ! B^&Z.k&'T?%& 0 MpH6~8, 3 0-4 0°C, 5% 

10 VmWirZ)Z.kX\ DANCEt»P7r- if^r^-r^^®^#:^3gfX 
t§rimSo MfcJittt, Ji3&©I@&^^«3 3gi-££T?, DANC 

15 $ tbfc D A N C E #M^J ^ ta ^ T -if & =x — K1~ 6 ^ V X ? F fco 

So DANCE^l^nT7-ifWlS(Dtt|iJ^^*±ffi 

Strifes H^ft^Pvf^7^^ l^t^^Ovf^77^- 

S@B3^ S^lfMWoflWiU ffifate#^©^S:fc£<5#:/tf^T— i?3r^p — 
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SR/n^7-^lCo#DANCE^|(fM*I-ffMlit5i:i"ex 
DANCE#I^of7-m^5-=y^t5-HT?t5 0 ft*5, DA 

io m^^^7cfe), dancecd-!su®t^:&v^ mm^$&m<D*? V —=-^^^7 

8 . sfry b 

£7c, ^Kte, (a) .K.^ (b) ^tf^rixhM^-rS : 

(a) DANCE, XftDANCE^n - Ft SMiH^^tt S *° !J ^ ^ 
15 "f - K ; 

(b) J^T (i) ~ (v i) ©/M<Hlo©M; 

(i) (a) (©DANCE fcKWrjBrte^tg© DANCE ; 

(i i) (a)©DANCEi»jB(I^IB^llB©DANCE*3-Kt5illE?II 

20 ( i i i ) V */;VJr if ; 

( i v ) y S/vv*-* if £r = - K-f S i&SIB^J Sr^Ti- 5*°^^ K ; 

(v) LTBP2 ; 

(v i) LTBP 2«r3— K-r?>^SIB^J^^-t-5^ 0 y^^ V^Ko 
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^MSW^^y JifEj&frfcfllJ*.. DANCE, y */)\>Or*c if, 

5 ltbp2, ^^y^ y s/vv-a-^v^- -eas- 1 K^-rs^srs^-cv^ 

-LIB* * y I ~V I , WDANCE l^KBS 

io 9. #tt^jMBMgy 

*BK»fl«fj#Jtes ^BjGD^y^^F, DANCE», 

^i^fs^ij^. m&mmj&&(offlmmmi£tizifc-m > Mx.fi jw^jb, Jkw* 
^ Btmmmm, mm, wmmmmit m^*, nmx\*ms>vm^z. i o3\%u^ 

fc * ^ ji -t? s> s „ 

25 ISSIJi^^^smfrt Ittt, MxJ£\ -> 3 $i, ^Vt 0 ^, vy^yf, y 



WO 2005/093057 



PCT/JP2005/004274 



41 

y >-^/Vv-^A N ^^^^7V^!>A^(7)^^!l^-7"Ty ^-v^v*?^. 

^n^j^# (Mill &T&#ts ffifamm, mm&x, mmn^^M) 
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Ai Bfcfc0^f3&/tfc£*i ut^jo. o o i~m oomg/k g T?fes 0 

*W3W#»t» -e^ff & titci&xwmm \z.j(bm & fat- w&fcs ^mmm~v<DB i m 

pEF6/ssFLAG: 

pEF6/V5-A7°7^ 5: K (Invitrogen) (D Kpn I - Pme I ^fife^ ? V^" 

ggtaccgctagcgaattcaccatgtctgcacttctgatcctagctcttgttggagctgcagttgctgactac 
15 aaagacgatgacgacaagactagtcatcatcaccatcaccattctagagaaggatccgatatccgcggccgc 
atcgattgactagctgaggccgcaaaccc (IS?!J#-^ 1 7 ) £5 <£ t^<^*gM#|-n^C^: 9 l> 
^ F^ria^-jAA/fCo " tb^ct 9 , Kpn I - Nhe I - EcoRI - ^V^n h JJ ^v- 
^^^/W^r/^K (MSALLILALVGAAVA (ia^lJ#-8- 1 8)) - FLAG & tf (DYKDDDDK 
(ia^lj#^ 1 9 ) ) - Spe I - 6 x His $ ? (HHHHHH (ga?!|#-§- 2 0))- Xba I - BamHI 
20 - EcoRV - Not I - Cla I ffiWMR^ (Elongation Factor) Zfu ^6 — 9 — <£>T$fEx 

pEF6/ssMyc ; 

pEF6/ssFLAG 5 K<E> EcoRI - Spe I Ufitt^ U^rf- K 

gaattcaccatgtctgcacttctgatcctagctcttgttggagctgcagttgctgactacgaagaggacgaa 
25 caaaaactcatctcagaagaggatctgactagt (IS^!j#-^2 1) *5 &.T&£ <Dfa1&&£'&X 
? \sHT&- Y*WtfLht£ 0 wjft/fcl <fc 9 > Kpn I - Nhe I - EcoRI - ^l/^P b V 
^V^V^/W^^- K (MSALLILALVGAAVA (ga?IJ#-^ 1 8 ) ) -Myc*^ 
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(EQKLISEEDL (IB^J#-^ 2 2)) - Spe I - 6 x His Z >? (HHHHHH (|a?IJ#-J§-2 0)) 
- Xba I - BamHI - EcoRV - Not I - Cla I ^f^IB^^P 9 — <^T^ £ 

PEF6/FLAG: 

5 pEF6/V5-A 5; K (Invitrogen) <D Kpn I - Pme I g|Pfi^ ^-f^^^U^T 

f - K 

tggtaccgagctcggatccactagtccagtgtggtggaattctgcagatatccagcacagtggcggccgtct 
agagactacaaagacgatgacgacaagagagggtctcatcatcaccatcaccattgagcggccgcaaaccc 
(BB#I## 2 3 ) *3 J; HlB^ ^ K£m^Ay7c 0 ~*U- J; *9 , 

10 Kpn I - BamHI - Spe I - EcoRI - EcoRV - Xba I - FLAG ? (DYKDDDDK (IB^O 
#^-1 9)) - 6 x His (HHHHHH (Ifi?!j|f-^2 0)) - ^ Yy^^ - Not I 

pEF6/ssFLAG - hDANCE : 

15 ia^j#-^- 2 x»m &tbz>T^y mum fa b^st h dance (d 25 #r ^ j ^> h * 

hiyZ?=i K^^T?^^^^^— tctagagcacagtgcacgaatggctttg (ia#J#-8- 2 4 ) 
do J: gcggccggt cagaatgggtactgcgacacatatatccg (IE^0#"^" 2 5) SrffiV^T PCR 
^^TJfifilb, pCR4-Blunt Topo (Invitrogen) ^ n B BlB^©^r J: V ? o — ~ 
E^&flMBUfcfcfc Xba I - Not I T?§J 9 fctjU, pEF6/ssFLAG CO Spe I - 
20 Not I %MSL\Z.m&7&Ajf£o 
pEF6/ssMyc-hLTBP2: 

fc h LTBP2 (D 36 /Hd^fc^ b K^TfSr 

tctagacaaagggaccccgtagggagatacgag (IB^(J#^2 6) doj;!) 5 
gcggccgcctggtactccttggcagtgcagtggg (E?IJS^2 7) SrfflVvC PCR SfcfcTilMB 
25 U _bfBi!lRlH(-pEF6/ssMyc <© Spe I - Not I fifWfcfcU&^&A/l/So 
pEF6-hDANCE-FLAG: 

IH#J#-^ 2 * T 5 / mia^J^)^ b^St h DANCE (O 1 #T ^ J Mfa 
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#C0448#T5: y^^-e^rT 0 ^^^— gaattcttcttctcgccttcgcatctcctcc (IB^!J# 
f 28) t tctagagaatgggtactgcgacacatatatccg (|B^!I## 2 9) £fJlV^ PCR 
jfefcXiBKU -hfa^PJ^m^n— ~>-^\ ^^Of^ EcoRI - Xba I 
X»ty DfflLT pEF6/FLAG CD EcoRI - Xba I gM£^|E^j£A/7c (@1), 
5 pEF6-hDANCE (R77A) -FLAG : 

Quick Change in vitro mutagenesis Kit (Stratagene) Irffi^Tt b DANCE 

pEF6-hDANCE-FLAG |r) C t? ^ 0 
pEF6-hDANCE AND-FLAG: 

io k#I## 2 x*m £ tus r $ y Bfeia^ia* bftst b dance co i # t ^ y e> 2 

6#r^ttT\ 7 8#7 5 7t^b4 4 8 7*5: SWt&'V&Zrfr^tlVCRfe-? 
if ipIU Nhe I gM£-T?j^Ufc^ pEF6/FLAG CO EcoRI - Xba I U$L\Z.m&7&Asfc 

(81). 
pEF6-hDANCE AN-FLAG: 
15 E?fl## 2 $*157^ BfeE^ld* ?,/^t b DANCE CO 1 #T 5 J h 2 
6 7$yttt\ 1 1 3#7^^?3 4-4 8T 5 ygl^-CSr-ttb-^ttPCRfe-e 
Nhe I gB-fi-T^-^bfc^ pEF6/FLAG CO EcoRI - Xba I ^m^M^h/vtl 

(ID. 
pEF6-hDANCE AM-FLAG: 

20 fB#l## 2 -eSe § r ^ / bftst b dance co i #t 5: y e> 1 

1 2#7 5/i4T% 3 1 5#r$yi*»fc4 4 8 7* 5 7 Bfc**Tf ^-ttl^Ptt PCR 
feT?*tlfilU Nhe I pEF6/FLAG CO EcoRI - Xba I gMfcfcjS&^Si 

A/fc (ID. 
pEF6-hDANCE AC-FLAG: 
25 IB3?«##2T?*$tbSr^/ilSi?II*>fc*i5t b DANCE CO 1 #T / |&3&>fc 3 

1 5#T^y»**T?SrPCRifeT*J|}(BU pEF6/FLAG CO EcoRI - Xba I gM&tofcJ.^ 
jAA/7c (Hl) 0 
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tfU iz/W-^v-y— if (GenBank ir yVa : AF039291. 1) cDNA K 

a— KSttS^y-^^^K (4 1 7iicDT5; ygfc) ©2 2#75/l^fc4 17 
T ^ y ^£ P C Rfe-e*SIB U pEF6/ssMyc <£> Xbal/NotI |f[tf£{£|l^^f£ 0 
1. 2. jjjjfL 1^7y^7s^V9^ 
5 $mM?®l\Z-fe2 9 3 TjRBiaSrffiV>yS: 0 v'a LipofectAMINE 

pius wag«rjBv\ m^mm^m-vn-o ± a f7^7x^>> 3 yt2 4 ^wt? 

^^^n^f^f^ in vitro >"f l/t?T (JlfflV^Co 

-?'7^ff^'f?^'^*IM^SJ^^> "Current Protocols in Cell Biology'fCfB 

^^SbfllR^jKW:, Cambrex J; Abfco 
1. 3; gjfe*, DANCE 

293T i: P EF6-hDANCE-FLAG ^r^V^Tfc b DANCE &^*^faJJ6&t*«:ftSfifcU 
*©«f*J:^bNi-NTAT^fia— * (Qiagen) Srffi V^TJ&ife*. DANCE bfc 
15 ^ JWitt^^A (Amersham) SrJBV^Tflfc&Lfco 
1. 4. ffift: 

^L^r X DANCE #Lf£ BSYN1923 ^ ? ^ DANCE76 - 98 T ^ 7 ^Kl^Si" 5 

T77^^T-f^|lt ^L^i^^^^^-y ^ Chemicon £ 

20 Elastin Products Company (EPC) 7 *f V V > 1 ]) ? u — tJvHftffc ^ ■=£ 

/ ^ a — * 7vHtl#:. 7 -f 7 V V>2tfV ?n — ^vMfifl^ LTBP2 *e 7 ^ a — ?vl/ 
EPC fr> £>If A brc 0 #C FLAG M2 £ #l FLAG M2 T^fn — * Sigma, £i 
Myc (9E10) Santa Cruz <fc 9 If AU7fc 0 *° U ^ n — jr/VifZ^ ^isfflfc 

(PR533) \& Elastin Products Company, INC frhW A bfd Q £nl 9 f"^ Alexa Fluor 
25 488#i#\ ^^^^ Alexa Fluor 546 fetffcte Molecular Probes a»feJ8AUfc. 
1.5. 35S-Met, Cys £J%l>fc^ ^ gjz^S U (metabolabelling) , gljgjfejg^ 

in vitro /^^^Tyfe^f, ^^y^pyf^^ 
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"Molecular Cloning, 3rd Ed. "K^M<D#fe*V?Tofe 0 

i.e. mm^mmmm 

1/— b (D%\TL Cover Glass s ^©_h^t: h||$£Mgj&£ 1 ^/v&fc?) 7.5 

5 X10 4 HStf#gb s 10%FBS ^»bfd DMEM igifeT 37°C N 5%C0 2 -T?i§*b75: o 3 0 
g ^ PBS i??5fc^fL FBS LTV^&V^ DMEM/F12 tgife^^X., DANCE 

S&5f>^®rM DANCE SSf 4 jti g/ml^ %> U < f'i FBS £«lb7Co3l^£ 37°C. 

i. 7. &mm& 

10 14 0 g 1ml (D PBS IIT 3 ®i5fc#^ 100%^ ^ / — /W-T, -20°C^ 30 

ftmmfelsfco PBS^T?5feit^, 2%BSA PBS fc*t\ t^30^Wny^r 

^UfcfK *°!) ^n — Offirf^ 1/100). *5j;t^ ^ey ^ 

n — ^/Mtl FLAG (#$^ 1/100) i: ^m*t? 1 ^m&L±^ l/**-^— h Vfc 0 
PBS^^L, $ k^#L<?1r-=3?Alexa Fluor 488 ^Cfr 1/100) N irt-^VX 

15 Alexa Fluor 546 (#$^ 1/100) tSfit 1 B#^^ f bfc 0 PBS 

Ti5fc$#-fL 4fi/^7*^A7;i/ft KfcT\ 10 ^W@^U S ^fcfcT^ PBS 

DAPI ^^<D Vectashield ^T^^^f K^f^^-h^-^ is V 

MMM 1 : DANCE (£>— ffite in vitro, in vivo ^^V^T N ;fcyfg7)SffiE|fr£frVTV^5 
20 1 . 1 . M Y^tX^^r ? X DANCE <D 293T <D$Wm^i 

PtymmtiMTfc FLAG ^ ^otffc t h&t^ DANCE 
cDNA £ 293T f7^7x^v/3 fefc?f iglte^ft 48 R#fU#§|£ 

j^tts ^^Jt^-b^t 15 fi 1 & SDS-PAGE "TrJllfl U ^ 5, J. £rfro fc 0 

^fls:^ t> ^ DANCE <D 76-98 # g £>T ^ / ifefc^Jfe-f 5 K £ ? ^ 

25 U T# h fife BSYN S & J; TJ^ FLAG M2 £ J£ V ^ fc 0 

^(Dffi^ m 2 ^-Tii V > BSYN ittb DANCE &W&Rt? > ^ DANCE fi 2 
;£<7V^ ^ Kir UT^fcH^fc. wttteLJ&j" LT^l FLAGM2 irtffiH^ t f-^^^. DANCE 
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%t£frM<D DANCE y y?7*7 (Nature 415: 171-175 (2002) #J§) £> 

«t t*-fc © IDfltO — /V"^ 9 * AM cfc t) jgMt^ffllJfc SrJ^H U 35 S-Met, Cys 

sds-page -eMM U Jr— V y *Jjtr?*7 7 4 — L7c 0 

10 12 Mp<£> DANCE J 1/97*? h^VX&kXf^KDmMtD^^ hn-;W^^©|$ 
<a«NftW*Sr SDS-PAGE fcTSMU BSYN^flTTf^jX^r/pr 5, h<Mrofc 0 

^<D*k^ DMCSV+r^^^OlSWIftT*^ DANCE #S 2 T^O^ ^ Kfc UT^ttJ^ 
tt, DANCE-/--^ ? * ©J9*aU»T*tt^ ^ KJ^tft ffl § tb>fe faofc m 4 ) „ 
gfefeffil 2 : ^UHfM DANCE <P N 7«te s DANCE <P 7 8 # g m%<D7 % / @fe £ — gH~ 

15 3_ 

^/l/*>v';^t FLAG 9 9t 6 x His 9 ^©oV^fc t b DANCE cDNA £r 293T 

»^ h9^7x^^ayu ^mnw^m^L v± 0 ^<Dmihmmm±m soo 

ml «fc «9 Ni-NTA T^fn— ^ (Qiagen) SrJlV^TlUfejfc DANCE 2r)lt§£U SDS-PAGE 
"T?JSW LT Coomasie-Blue T'jfe'fe bfc D ^^ft^^ F 2 5 ^> %JWrM DANCE 

fc (0 5). 

^©M^ H0®tM DANCE © N jfaHBr ^ y mmm^ DANCE ©78#1 ^^©r 

&L±£V^ Z.<Dfefr?'-Ek#>/*?'2t\^ DANCE CO 7 7#g£>T^ /^i: 7 8# 
25 B<D7 § SWtk<Dm^<0®m\£*Q&V,& k%$Lbtl1t 0 

jjj 3 : DANCE ©gjj^ jj ^P^T — i?Wfc tf ;gJjjFMk5 



vvVtMS- FLAG ^ ^ £ 6 x His 9 ^OoV^fc t h DANCE cDNA £r 293T 
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h9^XZ7^?->3 ^r^yynrr^^tt^" (E64) ^ 

fcteiry ^^n^r— if-T yt tr* — (T^n^y) &^frMJk?#:fc£i&-e 48 
^RS^aib,*3IJifl|^fe Ni-NTA T^fn-^^v>T^P$$ii:7cmmx.^ 
JC£r SDS-PAGE X»mm U £tl FLAG M2 ^ ^ n 5/ h <Hfo 7t 0 

5 DANCE ^if«E64TPJ.W^tl,^^o7h^, J; 9 PJ. 

miSfrfc (0 6) o 

,£UiJ; 9, DANCE ^^n^r— «9miiT^tt5r ir^^$^tf Co 

4 : DANCE 0 Arg77 & Ala ^g^j- £ £ » £ frUC < < & £ 
DANCE CO 77 # g (DT/V^c^ ^?£T7~^ \Z-W$k bfc^MM DANCE ( C FLAG, 
10 6 x His m 7 ) (D^m^? RXFJEmm DANCE (CjfctSb FLAG, 6 x 

48 R#rei#s i,fz.Mm±mfr h m-nta t # o — * ^^v>T^i5$$^:7tia^^ 

SDS-PAGE ^JgPflb^FLAGM2^L#:-e'>^^^i/^n b^ofco 
^CO^MM DANCER ^nTT^iaSUUfWLt^tt^ 
15 i~r i^k^i&ofc (18). 

»ffj|5 : DMCE tefr^1g^#:£l^U LTBP2 £ 

9cm 7° h «V ^fc !7 v^HJjfl/imf j§£«£ 35S-Met, Cys 24 RtflQ 9 
Lfcf, m^±tmkm$:X.t h DANCE (C^^FLAG, 6xHisO#) 50 ul g SrSSif 
T\ #L FLAG T^f n — ^ (Sigma) -e£fcp££^7h h <D% SDS-PAGE til U h 9 

^7^^nyis7^^yyy2, ltbp2) \-Mir^m<om.^-v^tt^ u 

IH C SDS-PAGE tf/V^mm f 7 t?*?? ~7 J fc 0 

Jt<DffiM, DANCE ^^^e^-^^^^-f-^ - £ % %xfi DANCE ^ LTBP2 teffi&ir 
Z^bftrnhfrtftofr (IH9)o 
25 ^m^[|6 : t h DANCE £ DANCE 3t ^ LTBP2 £ ^M^»E^$f 

5 C0|n^:«J: *) % DANCE |l]dtC9^^J^ N DANCE <^ LTBP2 ^l^/i^fl:^ 
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FLAG # Jf(D-D^fc fc h DANCE = Y 7 ? h (HI 8 K Myc & r^Oo^fc fc h 
DANCE a V.X h 9 ^ b s RTF fc b LTBP2 = h 9 ^ b £rS'J^ 293T jjffll&Kl b 7 

7 ^ ^ g x bfco ^Jk?t^%l? 48 ($HQ&gt« N *ft^ft©i&*-h«f 
ttfcH$£&-$Bi^ ^>^*Sft£$fc£ U7h 0 FLAG * ^ (Do V^fc DANCE 
5 £>b<D^^^I€?&?tfc> Myc ^(DOV^DANCE 3;fcteLTBP2 frbO* 

Myc #L#:i£ fc FLAG tfcflc-eiffttfi Lfc 0 

*-©Hf*s DANCE Inli^-a-Kltts N5fc$jg K;*^f >^ DANCE fc LTBP2 fc <D^-8* 
fc{3: DANCE <D$*£:<D \?*^l/jfi&m'VhZ>Z.b&mtbfrbt£<>tc.(.m 1 0) o *7c > 
10 DANCE fc LTBP2 fc (Di^te, DANCE <D N 5^#BXtt C ^ ^^^Jg UT 

5 «V ^ fc #K ^ fc ft o fc e 

mmm i •. dance a V ^2k^^^rz^KM±lM^ 

]) ^/tV**?*/?— ^(Dl&fc^XIRTVXO^MM (J. Biol. Chem.. 278(16) : 
14387-93(2003); Circulation 106(19): 2503-9 (2002)) fit* Tfcfflfi&h&StM 
15 fcL$ft#UTV>5 DANCE W^^-^M^ ^ ^(Dm.^M (Nature 415: 171-175 (2002)) 
l^fl-ittSr i**»Stbf4l.tlJlfc. #$S?g# DANCE fc 

£fc#X., DANCE #5 U V/V^^i/^^^^i-S^d^fHffiUfco T 
S/ *fe-f £i FLAG tfifc-Zttfe £l£f~ SDS-PAGE T'lH U £C Myc ^^*t?tfe 

20 m Ufc£W3\ MMM 6 fc li^tz: UT^ro fc„ 

^cDfi^ DANCE y V/Vt^V^-^IC^fS - fc flS^lg S^fc(HH) 0 

1 . DANCE fc LTBP2 <Dffi& 
Jf.$km^htt., DANCE ^ LTBP2 fc#^5-^-t-^-fc^^mbfc 0 Z<D%£<& 
25 tt s DANCE O^Jcl&S^/V'V'^^M^ttEGF^^— K^-f^ 
rfrbT£>^5 0 rtl^Tic:, fete DANCE <DT 5 /^K^-f ^,»St 

®^ y ^^-a-i-s r. fc &#^u Liu e>t* dance <o^^^/^^StW 
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<D¥fr~e loxli iz^-rz n t zm^vfro x^Y&itofa&mtcmm 

tt3BMdfc3&5w fc^^Jfe^-CV^S (Matrix Biol. 19: 455-6 (2000)) o Ufc^o 
T\ DANCE i L0XL1 <Df&&&^? Xf^^n7^^U A— • ? a ^ y 

f\ DANCE ©Ji^fc^*ej)5 0 LTBP2 «\ LTBP 77^ y — \Z 

10 HUTV^jiSfc Latent TGF/3 £ I£^r1\ BM*fej8SUl£* 9 JTCfc 

•eo&flcft-co^ftlHu ltbp2 y ytTt; h"?$x&*mffi3i&m'v$>z> 

J; < t>^oTV^iV» (Mol. Cell Biol. 20: 4879-87 (2000) ) 0 ^®<£> 
LTBP2 ^ DANCE ^5:^n^^^y /V_Lfcofc ^ihft 5 £ £ 

2. DANCE m±(D^^a- 

DANCE dS^L»#:-ettfe < <d$\ 2 *#: t> L < tt#*fr|!i3& 6 ^ if 5 d^W:^* 
T^oTV^i^ofc^ ¥?IMS&*il-bfflf^fcfcS^5lft DANCE 

20 /^7SiLT DANCE tfS j^ffi £ tt7c 0 ^©^itt DANCE & ft ( 2 

?ri^f5r £ Sr^bTV^So DANCE m±<Dffi&feT $ / 

Jls^yV yiCj^tS- fcSr^Ul/fci&S (J. Biol. Chem. 274(32): 22476-22483 
(1999)) #T 5: 7 -f ^©fcrfcfcflMfc £ LT DANCE H?l±tf>f£ 

25 -a4S3idSS>Sr.2:«r*!ftUTVvs 0 

3. DANCE TJL/ zfcffijl K^^ ^COWWf 

Jf-^m^ h in vivo, in vitro Jil&V^T DANCE <£>— g|3J3T 5 7 -Y 
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DANCE 7 5 J ^<Z)$Sfg/&> 6>tt2U £ ft § «fc 5 (-s i£l®TM DANCE ( 1 ) 

fflm^mJ >T^V^t Lft ( 2 ) DANCE Ehfc-ejE-g- Lfc <ft^ * 

5 fc N ( 3 ) WWim DANCE DANCE J; 9 LTBP2 <k © < ft 5 0 r £> ( 1 ) 

~ (3) ©SSfftl^,ri^ ^#:rt*t?W:7 p n9 l T— ffciS DANCE ^®f^ N DANCED 

3 0 £&39fc:,fc<5 DANCE mmyv^T—WW&h U< teflE 

io 4. dance t v wk^^j^rr^fei: 

L0X1 atte^tR"^ 9 * «#'«W^^^^5|5-ro L0XL1 Ji DANCE t Eg^?^ 
U DANCE \Z. X o T#'|4j»^B^L^oft ^ ft & frl/T^ 9 ^f^P^P 
l/?%n 5 k^Z-bflZo b^U L0XLlat^^»^^^(D^M« DANCE 51 
-g^^a^ !> * (D^MM hbk'<Z>hm<, L0XL1 <t>1frfr1£ »* *C DANCE ©flsJB 

^*#Sr*i-*S. ^m^^^^m Ufc DANCE y ^/Vo^S^— 
DANCE ^sy kib%>z.b'V^9x'^'y(D? 

timmx < n t> friz r t «t§o 

20 #/M?3f- FLAG ^ ? t 6 x His ? ^©-Ol^fc t h DANCE cDNA £r 293T 

H3W«U ^-hft^feNi-NTAT^fP— *&JBV^Ttfcfe£*;fc:fc: h DANCE £ 
SDS-PAGE T*® W U £t FLAG M2 tfi&'T* {fi^^^nyb 5 » l£$^fC<£># 

25 DAN CE ©§]i%llL#5^!i)^frilt§o 

7T^^^{-#v^im$tbfc^Jt«(e:^$t5 DANCE <^m£iS-<3fc&, 
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h DANCE #L#:£rJlV^ Western Blot (01 2) Q V^-f h 

h-^m^ ZTf^mW. DANCE ^ >v** r £ &l?%fe$K ^#&rj^jf 

J^-T?«^*M, -^ilfM DANCE i: <b tMV^^il < ^ #I-^S DANCE U 

m, wwrMt hiz.kti&m dance mm.^^<^^f'ti^>m\n}^^^fhf^o 

1 : ®m%H DANCE ^ ^ ^ ]) > frfr Ufc^Jf&^^jg'&aS & y n 

&$km dance ^iH^s-r >^vxikW\ k i^^(Dm^twm^i& 

10 Bi-^o r^^i^^RM DANCE IsTPV ^av/33 s av|35 s a9£ 1 <D ]) 

DANCE T 5. / F^ W RGD 7jl5a t^X. tb 5 fo N RGD RGE ^ 1 

T \ J mUWi: Ufc DANCE mmfc (RGE DANCE) „ 38 «fc U?T 5 / 3Zf®i®mm DANCE ( A ND 
DANCE) Jlaytrtyh^ &*£$4 U ifeKM DANCE £ WCiL'ffl^ 

15 lfflJ3a^«^T y-fe-f £r?Tofc (013) o ^11 DANCE ©^-^N a— is? 
^V>S^^^»ft|C^#UTlBJ!a^*dS{E3iSti / yt*S N RGE DANCE KlttSt 

A/ WRHJi&&#i&ft#& < „ AND DANCE < M^^tt^Md^o fc c 

&mM 2 : DANCE 07^7 33ft Ft* ^ ^r*#i3JMt^)$K:ift^& 6 

#CV^ — if ^ i 5 DANCE COT ^ / 3fe*S K;*>f f#J»T ^#'|£|§«^ 

20 K:S£$H-5 fl> if 5 d^SrtfeBE Ufc 0 

t h ^M£^» £ a y7/n ^ b ft % X 5 JM U & b < 

9 * ^ ^#C# <fc 5 ^figte-fe'CflW bfc e 

b^ bMJfc?i±t±fcflJlx. DANCE £r 4 m g/ml fclfc 5 £ 5 fcfltl £.T *5 < N ik?t^ 
^Jffi^llI^Ji^g^llli^^^^o Z.<Dt %Mx-K.m.Wk7L DANCE ©Ift 
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&ffi¥LAGffi{£^M l Zb^M&&tl1t&m%mk&m&\'X^l£o--J7, AND-DANCE 
£U:£*K ^nfT- DANCE T5: / mSh F * ^<OWWife, DANCE (50 

5 ^s-fb-efca i#x.^tt^rtfe, dance mm^^Tr—^^mmM^ 
dance sr±i^-r n tiz-xz) wmm&M&xtem&tzftmftmffl t Lt»#t§ 

15 ^fcHJg^ 2 0 0 4^3^ 2 9 0^B7^-efiJig$^bfc#JS2 0 0 4-0 9 6 6 
8 5&mmtVXte*) , ^rcOrt^^^M^^S^^tt^o 
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3 . SfjfcJg 1 IB«<^ y KSr^*- KfS ^SB^I 

Ko 

10 DANCE#I^nfT- f ^<t5DANCE©§)iluj; 5 #bfbS^ U 

6 . ia^ij#-^ 8 1?« $ & r ^ / ^sa^ij a> & & s *° y k 0 
15 8. ia^j##7^$tbsmsia^j^e>^^^y^^ v^Ko 

9.DANCE^DANCE#Wnf7-€(«^5rtl:titt5, 
DANCE«^ffi 0 

1 1 . fflftltfg 5 JLl± 6 fB«cO*° y K^^UfPft&^i-S^ / ^ ct — 

20 /V^L^o 

13. ^DANCE^mftS-t^titSs DANCE©iiff©i 

25 14. DANCE#M^PfT-ftJ:5DANCEO§)l?rl5t^ ^f^^n 
T7-^l«14^^ti 5 fcT ^ 7m^M^¥A^tLTV^5, DANCER 
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1 5 . it 3jt® 1 4 mm.<otf v K&- ^ - K*r sittSB^j*:^* *°y^^^ 

1 6. £>fr< H2o©DANCE^A/tt5DANCEMfto 

17. mittM%:mnx*$>%'>tt:< H2»DANCE^A/T^5, If^t 
5 3® 1 6 fB^^^fro 

18. y v-ZV^-dr if&TVXte LTBP2*^ ^A^ft 6 ft 1 6 

19. £>ft< HlotDDANCE, afctW- JJ vvl^^rv^— if RTJS/XriL T 
B P2H^45DANCEH^ 

10 2 0. />*<ii2o©DANCESrgi^ IM^^tS-tlrtf 
£1-£u4»ft< fe2o©DANCEHA/^5DANCEMfrOW^, 

2 1. < t h 1 OODANCE & y v^^v^— ^fttf/XttL T B P 2 

E» tt;t!J ^t^^W/XiiLTB P 2 ^t'^SDANCEl 
15 ^©KflJfe&fe- 

2 2. £*T^X© (ah (b) (c) DANCE^/PfT- 

(a) ^^3CSr, DANCE#l^PT7^«§t5Ii; 

(b) _hf3 (a) ©I^iBLT^CSDANCEtl^nfT-fiDStt 
20 Sriffl^U ISttW^S^I«^^^f^DANCE»7°Pf7- 

(c) _b|B (b) <D&m&mz.&<3^X^ DANCE#I«)7"af7^©Stt 

25 2 4. «T©It (a), (b) RXf (c) Sr^tr, DANCE#M^nf7- 
(a) ^f^lli^tSIt; 
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(b) JtfB (a) ©IgluliHLT^CSDANCEt^/Prr-fOgtt 
SrSO^U l^«r«^f*S4U)5;v^©DANCE^«l7 p ofr^ 

(c) _hlE (b) ^bi^m^^T, DANCEt^nfr-fOgft 

2 5. ^XT(DX.n (a) N (b) ^ (c) <Sr^tf\ />4<H2oODANCE 
5 D AN C E Mft^f^^if L#5tlf ^ y-^^^fe : 

(a) WmVo9t<Dft&.Ts ^< H2o©DANCE^ti^Ig; 

(b) JtIB (a) ©IitiBLT4C5DANCEMf©Mi£U !£* 
10 Ir^f ©^Ttfeit § D AN C E tM©f t J=btt5 1® ; 

( C ) _tm (b) (D&m£M\z-M-3^x^ F>ANc-Em-&Vf<Dftm%mmirz>®i 

2 6. »jRrfg^7#B-efe6^^< 21|1©DANCE^V^5, If 2£Jg 2 

15 2 7. £TF<£>X@ (a), (b) (c) HloWDANCE, 

V f/lstti/jf—'liRXfi/Xte LTBP2 &^/vX»?£ 5DANC E^-^#: 

( a ) t£^IC©#£ET\ ^i<Hlo©DANCE^y Wl^^S^— " 
t^AliLTBP 2 ^^i^l^Xfi: ; 
20 (b) _h!B (a) ©Igl^HLT4i:5DANCEM#:©Ma^U 
£*$»ICOT&T^*5 5DANC E^ftW* t J:bft5I^ ; 

(c) _hf3 (b) <Ditm£M\zm*S^X^ DANCE^Of^SrS8»tSt 

2 8 . ff ^ 2 3-2 7 <0V vftLd* 1 JSfS&^iSfcfc «t 9 # 
25 «S»IJo 

2 9. DANCE<D§J»f^4*fS*4:i"Ss DANCE#I^pt7^©7 
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3 1. iM2 9Et©^-if#^5DANCE#^/OT7-€Sr3 
3 2. |f^Ig3 OE*©DANCE^^Pifr-^ Xtt»3ft«3 1 |B*<£> 

3 3. (a) (b) If h : 

(a) DANCE, XttD AN C E & a— K"f 5^13?!]%^ 5 # V % 9 V* 

( b ) ( i ) ~ ( v i ) <£>4>& < £ t> 1 o©^^ ; 

10 (i) (a) <0D AN CEfc^rMfB&^tfi© DANCE ; 

(i i) (a) ©DANCE itglMi^f t©D ANC E ^ = ^ Kt§ tSE?IJ 

( i i i) 5^/^^- £ ; 

( i v ) y is$r*-& sr 3 — k-t s sra &r^-r 6 # y ^ ^ v^-^- K ; 

15 (v) LTBP2 ; 

(v i) LTBP 2Sra— F-rsmKffi^J^-rS^y^^ V^Ko 
3 4. ^T©IS (a) ~ (b) &^-&\ DANCE#^7°PfT>-€^IPi 

(a) 0f3fe©S!HteJ!WJfefc DANCE ; 
20 (b) DANCE^|f§^5^^^flt5m 
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SEQUENCE LISTING 

<110> Kyoto University 

<120> Cleaved forms of DANCE and DANCE complexes, and methods of screening 
an agent for regulating formation of elastic fibre using them 

<130> 

<150> JP 2004-096685 
<151> 2004-3-29 

<160> 29 

<170> Patentln version 3.2 

<210> 1 

<211> 1347 

<212> DNA 

<213> Homo sapiens 



<220> 

<221> CDS 

<222> (1) . . (1347) 

<400> 1 

atg cca gga ata aaa agg ata etc act gtt acc att ctg get etc tgt 
Met Pro Gly He Lys Arg He Leu Thr Val Thr He Leu Ala Leu Cys 
15 10 15 

ctt cca age cct ggg aat gca cag gca cag tgc acg aat ggc ttt gac 
Leu Pro Ser Pro Gly Asn Ala Gin Ala Gin Cys Thr Asn Gly Phe Asp 
20 25 30 



ctg gat cgc cag tea gga cag tgt tta gat att gat gaa tgc cga acc 



144 
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Leu Asp Arg Gin Ser Gly Gin Cys Leu Asp He Asp Glu Cys Arg Thr 
35 40 45 

ate ccc gag gec tgc cga gga gac atg atg tgt gtt aac caa aat ggc 192 
He Pro Glu Ala Cys Arg Gly Asp Met Met Cys Val Asn Gin Asn Gly 
50 55 60 

ggg tat tta tgc att ccc egg aca aac cct gtg tat cga ggg ccc tac 240 
Gly Tyr Leu Cys He Pro Arg Thr Asn Pro Val Tyr Arg Gly Pro Tyr 
65 70 75 80 

teg aac ccc tac teg acc ccc tac tea ggt ccg tac cca gca get gec 288 
Ser Asn Pro Tyr Ser Thr Pro Tyr Ser Gly Pro Tyr Pro Ala Ala Ala 
85 90 95 

cca cca etc tea get cca aac tat ccc acg ate tec agg cct ctt ata 336 
Pro Pro Leu Ser Ala Pro Asn Tyr Pro Thr He Ser Arg Pro Leu He 
100 105 110 

tgc cgc ttt gga tac cag atg gat gaa age aac caa tgt gtg gat gtg 384 
Cys Arg Phe Gly Tyr Gin Met Asp Glu Ser Asn Gin Cys Val Asp. Val 
115 120 125 

gac gag tgt gca aca gat tec cac cag tgc aac ccc acc cag ate tgc 432 
Asp Glu Cys Ala Thr Asp Ser His Gin Cys Asn Pro Thr Gin He Cys 
130 135 140 

ate aat act gaa ggc ggg tac acc tgc tec tgc acc gac gga tat tgg 480 
He Asn Thr Glu Gly Gly Tyr Thr Cys Ser Cys Thr Asp Gly Tyr Trp 
145 150 155 160 

ctt ctg gaa ggc cag tgc tta gac att gat gaa tgt cgc tat ggt tac 528 
Leu Leu Glu Gly Gin Cys Leu Asp He Asp Glu Cys Arg Tyr Gly Tyr 
165 170 175 



tgc cag cag etc tgt gcg aat gtt cct gga tec tat tct tgt aca tgc 576 
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Cys Gin Gin Leu Cys Ala Asn Val Pro Gly Ser Tyr Ser Cys Thr Cys 
180 185 190 

aac cct ggt ttt ace etc aat gag gat gga agg tct tgc caa gat gtg 624 
Asn Pro Gly Phe Thr Leu Asn Glu Asp Gly Arg Ser Cys Gin Asp Val 
195 200 205 

aac gag tgt gec acc gag aac ccc tgc gtg caa acc tgc gtc aac acc 672 
Asn Glu Cys Ala Thr Glu Asn Pro Cys Val Gin Thr Cys Val Asn Thr 
210 215 220 

tac ggc tct ttc ate tgc cgc tgt gac cca gga tat gaa ctt gag gaa 720 
Tyr Gly Ser Phe He Cys Arg Cys Asp Pro Gly Tyr Glu Leu Glu Glu 
225 230 235 240 

gat ggc gtt cat tgc agt gat atg gac gag tgc age ttc tct gag ttc 768 
Asp Gly Val His Cys Ser Asp Met Asp Glu Cys Ser Phe Ser Glu Phe 
245 250 255 

etc tgc caa cat gag tgt gtg aac cag ccc ggc aca tac ttc tgc tec 816 
Leu Cys Gin His Glu Cys Val Asn Gin Pro Gly Thr Tyr Phe Cys Ser 
260 265 270 

tgc cct cca ggc tac ate ctg ctg gat gac aac cga age tgc caa gac 864 
Cys Pro Pro Gly Tyr He Leu Leu Asp Asp Asn Arg Ser Cys Gin Asp 
275 280 285 

ate aac gaa tgt gag cac agg aac cac acg tgc aac ctg cag cag acg 912 
He Asn Glu Cys Glu His Arg Asn His Thr Cys Asn Leu Gin Gin Thr 
290 295 300 

tgc tac aat tta caa ggg ggc ttc aaa tgc ate gac ccc ate cgc tgt 960 
Cys Tyr Asn Leu Gin Gly Gly Phe Lys Cys He Asp Pro He Arg Cys 
305 310 315 320 



gag gag cct tat ctg agg ate agt gat aac cgc tgt atg tgt cct get 



1008 
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Glu Glu Pro Tyr Leu Arg lie Ser Asp Asn Arg Cys Met Cys Pro Ala 
325 330 335 

gag aac cct ggc tgc aga gac cag ccc ttt acc ate ttg tac egg gac 1056 
Glu Asn Pro Gly Cys Arg Asp Gin Pro Phe Thr He Leu Tyr Arg Asp 
340 345 350 

atg gac gtg gtg tea gga cgc tec gtt ccc get gac ate ttc caa atg 1104 
Met Asp Val Val Ser Gly Arg Ser Val Pro Ala Asp He Phe Gin Met 
355 360 365 

caa gec acg acc cgc tac cct ggg gee tat tac att ttc cag ate aaa 1152 
Gin Ala Thr Thr Arg Tyr Pro Gly Ala Tyr Tyr He Phe Gin He Lys 
370 375 380 

tct ggg aat gag ggc aga gaa ttt tac atg egg caa acg ggc ccc ate 1200 
Ser Gly Asn Glu Gly Arg Glu Phe Tyr Met Arg Gin Thr Gly Pro He 
385 390 395 400 

agt gec acc ctg gtg atg aca cgc ccc ate aaa ggg ccc egg gaa ate 1248 
Ser Ala Thr Leu Val Met Thr Arg Pro He Lys Gly Pro Arg Glu He 
405 410 415 

cag ctg gac ttg gaa atg ate act gtc aac act gtc ate aac ttc aga 1296 
Gin Leu Asp Leu Glu Met He Thr Val Asn Thr Val He Asn Phe Arg 
420 425 430 

ggc age tec gtg ate cga ctg egg ata tat gtg teg cag tac cca ttc 1344 
Gly Ser Ser Val He Arg Leu Arg He Tyr Val Ser Gin Tyr Pro Phe 
435 440 445 

tga 
1347 



<210> 2 
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<211> 448 
<212> PRT 
<213> Homo sapiens 

<400> 2 

Met Pro Gly He Lys Arg He Leu Thr Val Thr He Leu Ala Leu Cys 
15 10 15 



Leu Pro Ser Pro Gly Asn Ala Gin Ala Gin Cys Thr Asn Gly Phe Asp 
20 25 30 



Leu Asp Arg Gin Ser Gly Gin Cys Leu Asp He Asp Glu Cys Arg Thr 
35 40 45 



He Pro Glu Ala Cys Arg Gly Asp Met Met Cys Val Asn Gin Asn Gly 
50 _ 55 60 



Gly Tyr Leu Cys He Pro Arg Thr Asn Pro Val Tyr Arg Gly Pro Tyr 
65 70 75 80 



Ser Asn Pro Tyr Ser Thr Pro Tyr Ser Gly Pro Tyr Pro Ala Ala Ala 
85 90 95 



Pro Pro Leu Ser Ala Pro Asn Tyr Pro Thr He Ser Arg Pro Leu He 
100 105 110 



Cys Arg Phe Gly Tyr Gin Met Asp Glu Ser Asn Gin Cys Val Asp Val 
115 120 125 
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Asp Glu Cys Ala Thr Asp Ser His Gin Cys Asn Pro Thr Gin He Cys 
130 135 140 



lie Asn Thr Glu Gly Gly Tyr Thr Cys Ser Cys Thr Asp Gly Tyr Trp 
145 150 155 160 



Leu Leu Glu Gly Gin Cys Leu Asp He Asp Glu Cys Arg Tyr Gly Tyr 
165 170 175 



Cys Gin Gin Leu Cys Ala Asn Val Pro Gly Ser Tyr Ser Cys Thr Cys 
180 185 190 



Asn Pro Gly Phe Thr Leu Asn Glu Asp Gly Arg Ser Cys Gin Asp Val 
195 200 205 



Asn Glu Cys Ala Thr Glu Asn Pro Cys Val Gin Thr Cys Val Asn Thr 
210 215 220 



Tyr Gly Ser Phe He Cys Arg Cys Asp Pro Gly Tyr Glu Leu Glu Glu 
225 230 235 240 



Asp Gly Val His Cys Ser Asp Met Asp Glu Cys Ser Phe Ser Glu Phe 
245 250 255 



Leu Cys Gin His Glu Cys Val Asn Gin Pro Gly Thr Tyr Phe Cys Ser 
260 265 270 
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Cys Pro Pro Gly Tyr He Leu Leu Asp Asp Asn Arg Ser Cys Gin Asp 
275 280 285 



He Asn Glu Cys Glu His Arg Asn His Thr Cys Asn Leu Gin Gin Thr 
290 295 300 



Cys Tyr Asn Leu Gin Gly Gly Phe Lys Cys He Asp Pro He Arg Cys 
305 310 315 320 



Glu Glu Pro Tyr Leu Arg He Ser Asp Asn Arg Cys Met Cys Pro Ala 
325 330 335 



Glu Asn Pro Gly Cys Arg Asp Gin Pro Phe Thr He Leu Tyr Arg Asp 
340. 345 350 



Met Asp Val Val Ser Gly Arg Ser Val Pro Ala Asp He Phe Gin Met 
355 360 365 



Gin Ala Thr Thr Arg Tyr Pro Gly Ala Tyr Tyr He Phe Gin He Lys 
370 375 380 



Ser Gly Asn Glu Gly Arg Glu Phe Tyr Met Arg Gin Thr Gly Pro He 
385 390 395 400 



Ser Ala Thr Leu Val Met Thr Arg Pro He Lys Gly Pro Arg Glu He 
405 410 415 
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Gin Leu Asp Leu Glu Met He Thr Val Asn Thr Val He Asn Phe Arg 
420 425 430 



Gly Ser Ser Val He Arg Leu Arg He Tyr Val Ser Gin Tyr Pro Phe 
435 440 • 445 



<210> 3 

<211> 1278 

<212> DNA 

<213> Homo sapiens 



<220> 

<221> CDS 

<222> (1) . . (1278) 

<400> 3 

cag gca cag tgc acg aat ggc ttt gac ctg gat cgc cag tea gga cag 48 
Gin Ala Gin Cys Thr Asn Gly Phe Asp Leu Asp Arg Gin Ser Gly Gin 
15 10 15 

tgt tta gat att gat gaa tgc cga acc ate ccc gag gec tgc cga gga 96 
Cys Leu Asp He Asp Glu Cys Arg Thr He Pro Glu Ala Cys Arg Gly 
20 25 30 

gac atg atg tgt gtt aac caa aat ggc ggg tat tta tgc att ccc egg 144 
Asp Met Met Cys Val Asn Gin Asn Gly Gly Tyr Leu Cys He Pro Arg 
35 40 45 

aca aac cct gtg tat cga ggg ccc tac teg aac ccc tac teg acc ccc 192 
Thr Asn Pro Val Tyr Arg Gly Pro Tyr Ser Asn Pro Tyr Ser Thr Pro 
50 55 60 



WO 2005/093057 



PCT/JP2005/004274 



9/41 

tac tea ggt ccg tac cca gca get gee cca cca etc tea get cca aac 240 
Tyr Ser Gly Pro Tyr Pro Ala Ala Ala Pro Pro Leu Ser Ala Pro Asn 
65 70 75 80 

tat ccc acg ate tec agg cct ctt ata tgc cgc ttt gga tac cag atg 288 
Tyr Pro Thr He Ser Arg Pro Leu He Cys Arg Phe Gly Tyr Gin Met 
85 90 95 

gat gaa age aac caa tgt gtg gat gtg gac gag tgt gca aca gat tec 336 
Asp Glu Ser Asn Gin Cys Val Asp Val Asp Glu Cys Ala Thr Asp Ser 
100 105 110 

cac cag tgc aac ccc acc cag ate tgc ate aat act gaa ggc ggg tac 384 
His Gin Cys Asn Pro Thr Gin He Cys He Asn Thr Glu Gly Gly Tyr 
115 120 125 

acc tgc tec tgc acc gac gga tat tgg ctt ctg gaa ggc cag tgc tta 432 
Thr Cys Ser Cys Thr Asp Gly Tyr Trp Leu Leu Glu Gly Gin Cys Leu 
130 135 140 

gac att gat gaa tgt cgc tat ggt tac tgc cag cag etc tgt gcg aat 480 
Asp He Asp Glu Cys Arg Tyr Gly Tyr Cys Gin Gin Leu Cys Ala Asn 
145 150 155 160 

gtt cct gga tec tat tct tgt aca tgc aac cct ggt ttt acc etc aat 528 
Val Pro Gly Ser Tyr Ser Cys Thr Cys Asn Pro Gly Phe Thr Leu Asn 
165 170 175 

gag gat gga agg tct tgc caa gat gtg aac gag tgt gec acc gag aac 576 
Glu Asp Gly Arg Ser Cys Gin Asp Val Asn Glu Cys Ala Thr Glu Asn 
180 185 190 

ccc tgc gtg caa acc tgc gtc aac acc tac ggc tct ttc ate tgc cgc 624 
Pro Cys Val Gin Thr Cys Val Asn Thr Tyr Gly Ser Phe He Cys Arg 
195 200 205 
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tgt gac cca gga tat gaa ctt gag gaa gat ggc gtt cat tgc agt gat 672 
Cys Asp Pro Gly Tyr Glu Leu Glu Glu Asp Gly Val His Cys Ser Asp 
210 215 220 

atg gac gag tgc age ttc tct gag ttc etc tgc caa cat gag tgt gtg 720 
Met Asp Glu Cys Ser Phe Ser Glu Phe Leu Cys Gin His Glu Cys Val 
225 230 235 240 

aac cag ccc ggc aca tac ttc tgc tec tgc cct cca ggc tac ate ctg 768 
Asn Gin Pro Gly Thr Tyr Phe Cys Ser Cys Pro Pro Gly Tyr He Leu 
245 250 255 

ctg gat gac aac cga age tgc caa gac ate aac gaa tgt gag cac agg 816 
Leu Asp Asp Asn Arg Ser Cys Gin Asp He Asn Glu Cys Glu His Arg 
260 265 270 

aac cac acg tgc aac ctg cag cag acg tgc tac aat tta caa ggg ggc 864 
Asn His Thr Cys Asn Leu Gin Gin Thr Cys Tyr Asn Leu Gin Gly Gly 
275 280 285 

ttc aaa tgc ate gac ccc ate cgc tgt gag gag cct tat ctg agg ate 912 
Phe Lys Cys He Asp Pro He Arg Cys Glu Glu Pro Tyr Leu Arg He 
290 295 300 

agt gat aac cgc tgt atg tgt cct get gag aac cct ggc tgc aga gac 960 
Ser Asp Asn Arg Cys Met Cys Pro Ala Glu Asn Pro Gly Cys Arg Asp 
305 310 315 320 

cag ccc ttt acc ate ttg tac egg gac atg gac gtg gtg tea gga cgc 1008 
Gin Pro Phe Thr He Leu Tyr Arg Asp Met Asp Val Val Ser Gly Arg 
325 330 335 

tec gtt ccc get gac ate ttc caa atg caa gec acg acc cgc tac cct 1056 
Ser Val Pro Ala Asp He Phe Gin Met Gin Ala Thr Thr Arg Tyr Pro 
340 345 350 
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ggg gcc tat tac att ttc cag ate aaa tct ggg aat gag ggc aga gaa 1104 
Gly Ala Tyr Tyr He Phe Gin He Lys Ser Gly Asn Glu Gly Arg Glu 
355 360 365 

ttt tac atg egg caa acg ggc ccc ate agt gcc acc ctg gtg atg aca 1152 
Phe Tyr Met Arg Gin Thr Gly Pro He Ser Ala Thr Leu Val Met Thr 
370 375 380 

cgc ccc ate aaa ggg ccc egg gaa ate cag ctg gac ttg gaa atg ate 1200 
Arg Pro He Lys Gly Pro Arg Glu He Gin Leu Asp Leu Glu Met He 
385 390 395 400 

act gtc aac act gtc ate aac ttc aga ggc age tec gtg ate cga ctg 1248 
Thr Val Asn Thr Val He Asn Phe Arg Gly Ser Ser Val He Arg Leu 
405 410 415 

egg ata tat gtg teg cag tac cca ttc tga 1278 
Arg He Tyr Val Ser Gin Tyr Pro Phe 
420- 425 



<210> 4 

<211> 425 

<212> PRT 

<213> Homo sapiens 

<400> 4 

Gin Ala Gin Cys Thr Asn Gly Phe Asp Leu Asp Arg Gin Ser Gly Gin 
15 10 15 



Cys Leu Asp He Asp Glu Cys Arg Thr He Pro Glu Ala Cys Arg Gly 
20 25 30 
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Asp Met Met Cys Val Asn Gin Asn Gly Gly Tyr Leu Cys He Pro Arg 
35 40 45 



Thr Asn Pro Val Tyr Arg Gly Pro Tyr Ser Asn Pro Tyr Ser Thr Pro 
50 55 60 



Tyr Ser Gly Pro Tyr Pro Ala Ala Ala Pro Pro Leu Ser Ala Pro Asn 
65 70 75 80 



Tyr Pro Thr He Ser Arg Pro Leu He Cys Arg Phe Gly Tyr Gin Met 
85 90 95 



Asp Glu Ser Asn Gin Cys Val Asp Val Asp Glu Cys Ala Thr Asp Ser 
100 105 110 



His Gin Cys Asn Pro Thr Gin He Cys He Asn Thr Glu Gly Gly Tyr 
115 120 125 



Thr Cys Ser Cys Thr Asp Gly Tyr Trp Leu Leu Glu Gly Gin Cys Leu 
130 135 140 



Asp He Asp Glu Cys Arg Tyr Gly Tyr Cys Gin Gin Leu Cys Ala Asn 
145 150 155 160 



Val Pro Gly Ser Tyr Ser Cys Thr Cys Asn Pro Gly Phe Thr Leu Asn 
165 170 175 
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Glu Asp Gly Arg Ser Cys Gin Asp Val Asn Glu Cys Ala Thr Glu Asn 
180 185 190 



Pro Cys Val Gin Thr Cys Val Asn Thr Tyr Gly Ser Phe He Cys Arg 
195 200 205 



Cys Asp Pro Gly Tyr Glu Leu Glu Glu Asp Gly Val His Cys Ser Asp 
210 215 220 



Met Asp Glu Cys Ser Phe Ser Glu Phe Leu Cys Gin His Glu Cys Val 
225 230 235 240 



Asn Gin Pro Gly Thr Tyr Phe Cys Ser Cys Pro Pro Gly Tyr He Leu 
245 250 255 



Leu Asp Asp Asn Arg Ser Cys Gin Asp He Asn Glu Cys Glu His Arg 
260 265 270 



Asn His Thr Cys Asn Leu Gin Gin Thr Cys Tyr Asn Leu Gin Gly Gly 
275 280 285 



Phe Lys Cys He Asp Pro He Arg Cys Glu Glu Pro Tyr Leu Arg He 
290 295 300 



Ser Asp Asn Arg Cys Met Cys Pro Ala Glu Asn Pro Gly Cys Arg Asp 
305 310 315 320 
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Gin Pro Phe Thr He Leu Tyr Arg Asp Met Asp Val Val Ser Gly Arg 
325 330 335 



Ser Val Pro Ala Asp He Phe Gin Met Gin Ala Thr Thr Arg Tyr Pro 
340 345 350 



Gly Ala Tyr Tyr He Phe Gin He Lys Ser Gly Asn Glu Gly Arg Glu 
355 360 365 



Phe Tyr Met Arg Gin Thr Gly Pro He Ser Ala Thr Leu Val Met Thr 
370 375 380 



Arg Pro He Lys Gly Pro Arg Glu He Gin Leu Asp Leu Glu Met He 
385 390 395 400 



Thr Val Asn Thr Val He Asn Phe Arg Gly Ser Ser Val He Arg Leu 
405 410 415 



Arg He Tyr Val Ser Gin Tyr Pro Phe 
420 425 



<210> 5 

<211> 162 

<212> DNA 

<213> Homo sapiens 



<220> 
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<221> CDS 

<222> (1)..(162) 

<400> 5 

cag gca cag tgc acg aat ggc ttt gac ctg gat cgc cag tea gga cag 48 
Gin Ala Gin Cys Thr Asn Gly Phe Asp Leu Asp Arg Gin Ser Gly Gin 
15 10 15 

tgt tta gat att gat gaa tgc cga acc ate ccc gag gee tgc cga gga 96 
Cys Leu Asp He Asp Glu Cys Arg Thr He Pro Glu Ala Cys Arg Gly 
20 25 30 

gac atg atg tgt gtt aac caa aat ggc ggg tat tta tgc att ccc egg 144 
Asp Met Met Cys Val Asn Gin Asn Gly Gly Tyr Leu Cys He Pro Arg 
35 40 45 

aca aac cct gtg tat cga 162 
Thr Asn Pro Val Tyr Arg 
50 



<210> 6 

<211> 54 

<212> PRT 

<213> Homo sapiens 

<400> 6 

Gin Ala Gin Cys Thr Asn Gly Phe Asp Leu Asp Arg Gin Ser Gly Gin 
1 5 10 15 



Cys Leu Asp 



He Asp Glu Cys Arg Thr He Pro Glu Ala Cys Arg Gly 
20 25 30 
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Asp Met Met Cys Val Asn Gin Asn Gly Gly Tyr Leu Cys He Pro Arg 
35 40 45 



Thr Asn Pro Val Tyr Arg 
50 



<210> 7 

<211> 1116 

<212> DNA 

<213> Homo sapiens 



<220> 

<221> CDS 

<222> (1) . . (1116) 

<400> 7 

ggg ccc tac teg- aac ccc tac teg acc ccc tac tea ggt ccg tac cca 48 
Gly Pro Tyr Ser Asn Pro Tyr Ser Thr Pro Tyr Ser Gly Pro Tyr Pro 
15 10 15 

gca get gee cca cca etc tea get cca aac tat ccc acg ate tec agg 96 
Ala Ala Ala Pro Pro Leu Ser Ala Pro Asn Tyr Pro Thr He Ser Arg 
20 25 30 

cct ctt ata tgc cgc ttt gga tac cag atg gat gaa age aac caa tgt 144 
Pro Leu He Cys Arg Phe Gly Tyr Gin Met Asp Glu Ser Asn Gin Cys 
35 40 45 

gtg gat gtg gac gag tgt gca aca gat tec cac cag tgc aac ccc acc 192 
Val Asp Val Asp Glu Cys Ala Thr Asp Ser His Gin Cys Asn Pro Thr 
50 55 60 



cag ate tgc ate aat act gaa ggc ggg tac acc tgc tec tgc acc gac 



240 
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Gin He Cys He Asn Thr Glu Gly Gly Tyr Thr Cys Ser Cys Thr Asp 
65 70 75 80 

gga tat tgg ctt ctg gaa ggc cag tgc tta gac att gat gaa tgt cgc 288 
Gly Tyr Trp Leu Leu Glu Gly Gin Cys Leu Asp He Asp Glu Cys Arg 
85 90 95 

tat ggt tac tgc cag cag etc tgt gcg aat gtt cct gga tec tat tct 336 
Tyr Gly Tyr Cys Gin Gin Leu Cys Ala Asn Val Pro Gly Ser Tyr Ser 
100 105 110 

tgt aca tgc aac cct ggt ttt acc etc aat gag gat gga agg tct tgc 384 
Cys Thr Cys Asn Pro Gly Phe Thr Leu Asn Glu Asp Gly Arg Ser Cys 
115 120 125 

caa gat gtg aac gag tgt gec acc gag aac ccc tgc gtg caa acc tgc 432 
Gin Asp Val Asn Glu Cys Ala Thr Glu Asn Pro Cys Val Gin Thr Cys 
130 135 140 

gtc aac acc tac. ggc tct ttc ate tgc cgc tgt gac cca gga tat gaa 480 
Val Asn Thr Tyr Gly Ser Phe He Cys Arg Cys Asp Pro Gly Tyr Glu 
145 150 155 160 

ctt gag gaa gat ggc gtt cat tgc agt gat atg gac gag tgc age ttc 528 
Leu Glu Glu Asp Gly Val His Cys Ser Asp Met Asp Glu Cys Ser Phe 
165 170 175 

tct gag ttc etc tgc caa cat gag tgt gtg aac cag ccc ggc aca tac 576 
Ser Glu Phe Leu Cys Gin His Glu Cys Val Asn Gin Pro Gly Thr Tyr 
180 185 • 190 

ttc tgc tec tgc cct cca ggc tac ate ctg ctg gat gac aac cga age 624 
Phe Cys Ser Cys Pro Pro Gly Tyr He Leu Leu Asp Asp Asn Arg Ser 
195 200 205 



tgc caa gac ate aac gaa tgt gag cac agg aac cac acg tgc aac ctg 



672 
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Cys Gin Asp lie Asn Glu Cys Glu His Arg Asn His Thr Cys Asn Leu 
210 215 220 

cag cag acg tgc tae aat tta caa ggg ggc ttc aaa tgc ate gac ccc 720 
Gin Gin Thr Cys Tyr Asn Leu Gin Gly Gly Phe Lys Cys lie Asp Pro 
225 230 235 240 

ate cgc tgt gag gag cct tat ctg agg ate agt gat aac cgc tgt atg 768 
lie Arg Cys Glu Glu Pro Tyr Leu Arg lie Ser Asp Asn Arg Cys Met 
245 250 255 

tgt cct get gag aac cct ggc tgc aga gac cag ccc ttt acc ate ttg 816 
Cys Pro Ala Glu Asn Pro Gly Cys Arg Asp Gin Pro Phe Thr He Leu 
260 265 270 

tac egg gac atg gac gtg gtg tea gga cgc tec gtt ccc get gac ate 864 
Tyr Arg Asp Met Asp Val Val Ser Gly Arg Ser Val Pro Ala Asp He 
275 280 285 

ttc caa atg caa -gee acg acc cgc tac cct ggg gee tat tac att ttc 912 
Phe Gin Met Gin Ala Thr Thr Arg Tyr Pro Gly Ala Tyr Tyr He Phe 
290 295 300 

cag ate aaa tct ggg aat gag ggc aga gaa ttt tac atg egg caa acg 960 
Gin He Lys Ser Gly Asn Glu Gly Arg Glu Phe Tyr Met Arg Gin Thr 
305 310 315 320 

ggc ccc ate agt gee acc ctg gtg atg aca cgc ccc ate aaa ggg ccc 1008 
Gly Pro He Ser Ala Thr Leu Val Met Thr Arg Pro He Lys Gly Pro 
325 330 335 

egg gaa ate cag ctg gac ttg gaa atg ate act gtc aac act gtc ate 1056 
Arg Glu He Gin Leu Asp Leu Glu Met He Thr Val Asn Thr Val He 
340 345 350 



aac ttc aga ggc age tec gtg ate cga ctg egg ata tat gtg teg cag 



1104 



WO 2005/093057 



PCT/JP2005/004274 



19/41 

Asn Phe Arg Gly Ser Ser Val He Arg Leu Arg He Tyr Val Ser Gin 
355 360 365 

tac cca ttc tga 1116 
Tyr Pro Phe 
370 



<210> 8 

<211> 371 

<212> PRT 

<213> Homo sapiens 

<400> 8 

Gly Pro Tyr Ser Asn Pro Tyr Ser Thr Pro Tyr Ser Gly Pro Tyr Pro 
15 10 15 



Ala Ala Ala Pro .Pro Leu Ser Ala Pro Asn Tyr Pro Thr He Ser Arg 
20 25 30 



Pro Leu He Cys Arg Phe Gly Tyr Gin Met Asp Glu Ser Asn Gin Cys 
35 40 45 



Val Asp Val Asp Glu Cys Ala Thr Asp Ser His Gin Cys Asn Pro Thr 
50 55 60 



Gin He Cys He Asn Thr Glu Gly Gly Tyr Thr Cys Ser Cys Thr Asp 
65 70 75 80 



Gly Tyr Trp Leu Leu Glu Gly Gin Cys Leu Asp He Asp Glu Cys Arg 
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90 



95 



Tyr Gly Tyr Cys Gin Gin Leu Cys Ala Asn Val Pro Gly Ser Tyr Ser 
100 105 110 



Cys Thr Cys Asn Pro Gly Phe Thr Leu Asn Glu Asp Gly Arg Ser Cys 
115 120 125 



Gin Asp Val Asn Glu Cys Ala Thr Glu Asn Pro Cys Val Gin Thr Cys 
130 135 140 



Val Ash Thr Tyr Gly Ser Phe He Cys Arg Cys Asp Pro Gly Tyr Glu 
145 150 155 160 



Leu Glu Glu Asp -Gly Val His Cys Ser Asp Met Asp Glu Cys Ser Phe 
165 170 175 



Ser Glu Phe Leu Cys Gin His Glu Cys Val Asn Gin Pro Gly Thr Tyr 
180 185 190 



Phe Cys Ser Cys Pro Pro Gly Tyr He Leu Leu Asp Asp Asn Arg Ser 
195 200 205 



Cys Gin Asp He Asn Glu Cys Glu His Arg Asn His Thr Cys Asn Leu 
210 215 220 



Gin Gin Thr Cys Tyr Asn Leu Gin Gly Gly Phe Lys Cys He Asp Pro 
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230 235 



240 



He Arg Cys Glu Glu Pro Tyr Leu Arg He Ser Asp Asn Arg Cys Met 
245 250 255 



Cys Pro Ala Glu Asn Pro Gly Cys Arg Asp Gin Pro Phe Thr He Leu 
260 265 270 



Tyr Arg Asp Met Asp Val Val Ser Gly Arg Ser Val Pro Ala Asp He 
275 280 285 



Phe Gin Met Gin Ala Thr Thr Arg Tyr Pro Gly Ala Tyr Tyr He Phe 
290 295 300 



Gin He Lys Ser- Gly Asn Glu Gly Arg Glu Phe Tyr Met Arg Gin Thr 
305 310 315 320 



Gly Pro He Ser Ala Thr Leu Val Met Thr Arg Pro He Lys Gly Pro 
325 330 335 



Arg Glu He Gin Leu Asp Leu Glu Met He Thr Val Asn Thr Val He 
340 345 350 



Asn Phe Arg Gly Ser Ser Val He Arg Leu Arg He Tyr Val Ser Gin 
355 360 365 



Tyr Pro Phe 
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370 



<210> 9 

<211> 162 

<212> DNA 

<213> Mus musculus 



<220> 

<221> CDS 
<222> (1) . . (162) 

<400> 9 

cag cag cag tgc aca aac ggc ttt gac ctg gac cgc cag tea gga cag 48 
Gin Gin Gin Cys Thr Asn Gly Phe Asp Leu Asp Arg Gin Ser Gly Gin 
15 10 15 

tgt eta gat att gat gaa tgc egg acc ate cct gag get tgt cgt ggg 96 
Cys Leu Asp He. Asp Glu Cys Arg Thr He Pro Glu Ala Cys Arg Gly 
20 25 30 

gac atg atg tgt gtc aac cag aat ggc ggg tat ttg tgc ate cct cga 144 
Asp Met Met Cys Val Asn Gin Asn Gly Gly Tyr Leu Cys He Pro Arg 
35 40 45 

acc aac cca gtg tat cga 162 
Thr Asn Pro Val Tyr Arg 
50 



<210> 10 

<211> 54 

<212> PRT 

<213> Mus musculus 
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<400> 10 

Gin Gin Gin Cys Thr Asn Gly Phe Asp Leu Asp Arg Gin Ser Gly Gin 
15 10 15 



Cys Leu Asp He Asp Glu Cys Arg Thr He Pro Glu Ala Cys Arg Gly 
20 25 30 



Asp Met Met Cys Val Asn Gin Asn Gly Gly Tyr Leu Cys He Pro Arg 
35 40 45 



Thr Asn Pro Val Tyr Arg 
50 



<210> 11 

<211> 1113 

<212> DNA 

<213> Mus musculus 



<220> 

<221> CDS 

<222> (1). . (1113) 

<400> 11 

ggg cct tac tea aat ccc tac tct aca tec tac tea ggc cca tac cca 48 
Gly Pro Tyr Ser Asn Pro Tyr Ser Thr Ser Tyr Ser Gly Pro Tyr Pro 
15 10 15 



gca gcg gee cca cca gta cca get tec aac tac ccc acg att tea agg 
Ala Ala Ala Pro Pro Val Pro Ala Ser Asn Tyr Pro Thr He Ser Arg 
20 25 30 



96 
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cct ctt gtc tgc cgc ttt ggg tat cag atg gat gaa ggc aac cag tgt 144 
Pro Leu Val Cys Arg Phe Gly Tyr Gin Met Asp Glu Gly Asn Gin Cys 
35 40 45 

gtg gat gtg gac gag tgt gca aca gac tea cac eag tgc aac cct acc 192 
Val Asp Val Asp Glu Cys Ala Thr Asp Ser His Gin Cys Asn Pro Thr 
50 55 60 

cag ate tgt ate aac act gaa gga ggt tac acc tgc tec tgc acc gat 240 
Gin He Cys He Asn Thr Glu Gly Gly Tyr Thr Cys Ser Cys Thr Asp 
65 70 75 80 



ggg tac tgg ctt ctg gaa ggg cag tgc eta gat att gat gaa tgt cgc 
Gly Tyr Trp Leu Leu Glu Gly Gin Cys Leu Asp He Asp Glu Cys Arg 
85 90 95 



288 



tat ggt tac tgc cag cag etc tgt gca aat gtt cca gga tec tat tec 336 
Tyr Gly Tyr Cys Gin Gin Leu Cys Ala Asn Val Pro Gly Ser Tyr Ser 
100- 105 110 

tgt aca tgc aac cct ggt ttc acc etc aac gac gat gga agg tct tgc 384 
Cys Thr Cys Asn Pro Gly Phe Thr Leu Asn Asp Asp Gly Arg Ser Cys 
115 120 125 

caa gat gtg aac gag tgc gaa act gag aat ccc tgt gtt cag acc tgt 432 
Gin Asp Val Asn Glu Cys Glu Thr Glu Asn Pro Cys Val Gin Thr Cys 
130 135 140 

gtc aac acc tat ggc tct ttc ate tgc cgc tgt gac cca gga tat gaa 480 
Val Asn Thr Tyr Gly Ser Phe He Cys Arg Cys Asp Pro Gly Tyr Glu 
145 150 155 160 



ctt gag gaa gat ggc att cac tgc agt gat atg gac gag tgc age ttc 
Leu Glu Glu Asp Gly He His Cys Ser Asp Met Asp Glu Cys Ser Phe 
165 170 175 



528 
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tec gag ttc etc tgt caa cac gag tgt gtg aac cag ccg ggc tea tac 576 
Ser Glu Phe Leu Cys Gin His Glu Cys Val Asn Gin Pro Gly Ser Tyr 
180 185 190 

ttc tgc teg tgc cct cca ggc tac gtc ctg ttg gat gat aac cga age 624 
Phe Cys Ser Cys Pro Pro Gly Tyr Val Leu Leu Asp Asp Asn Arg Ser 
195 200 205 

tgc cag gat ate aat gaa tgt gag cac cga aac cac acg tgt acc tea 672 
Cys Gin Asp He Asn Glu Cys Glu His Arg Asn His Thr Cys Thr Ser 
210 215 220 

ctg cag act tgc tac aat eta caa ggg ggc ttc aaa tgt att gat ccc 720 
Leu Gin Thr Cys Tyr Asn Leu Gin Gly Gly Phe Lys Cys He Asp Pro 
225 230 235 240 

ate age tgt gag gag cct tat ctg ctg att ggt gaa aac cgc tgt atg 768 
He Ser Cys Glu Glu Pro Tyr Leu Leu He Gly Glu Asn Arg Cys Met 
245 250 255 

tgt cct get gag cac acc age tgc aga gac cag cca ttc acc ate ctg 816 
Cys Pro Ala Glu His Thr Ser Cys Arg Asp Gin Pro Phe Thr He Leu 
260 265 270 

tat egg gac atg gat gtg gtg tea gga cgc tec gtt cct get gac ate 864 
Tyr Arg Asp Met Asp Val Val Ser Gly Arg Ser Val Pro Ala Asp He 
275 280 285 

ttc cag atg caa gca aca acc cga tac cct ggt gee tat tac att ttc 912 
Phe Gin Met Gin Ala Thr Thr Arg Tyr Pro Gly Ala Tyr Tyr He Phe 
290 295 300 

cag ate aaa tct ggc aac gag ggt cga gag ttc tat atg egg caa aca 960 
Gin He Lys Ser Gly Asn Glu Gly Arg Glu Phe Tyr Met Arg Gin Thr 
305 310 315 320 
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ggg cct ate agt gec acc ctg gtg atg aca cgc ccc ate aaa ggg cct 1008 
Gly Pro He Ser Ala Thr Leu Val Met Thr Arg Pro He Lys Gly Pro 
325 330 335 

egg gac ate cag ctg gac ttg gag atg ate act gtc aac act gtc ate 1056 
Arg Asp He Gin Leu Asp Leu Glu Met He Thr Val Asn Thr Val He. 
340 345 350 

aac ttc aga ggc age tec gtg ate cga ctg egg ata tat gtg teg cag 1104 
Asn Phe Arg Gly Ser Ser Val He Arg Leu Arg He Tyr Val Ser Gin 
355 360 365 

tat ccg ttc H13 
Tyr Pro Phe 
370 



<210> 12 

<211> 371 

<212> PRT 

<213> Mus musculus 

<400> 12 

Gly Pro Tyr Ser Asn Pro Tyr Ser Thr Ser Tyr Ser Gly Pro Tyr Pro 
15 10 15 



Ala Ala Ala Pro Pro Val Pro Ala Ser Asn Tyr Pro Thr He Ser Arg 
20 25 30 



Pro Leu Val Cys Arg Phe Gly Tyr Gin Met Asp Glu Gly Asn Gin Cys 
35 40 45 
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Val Asp Val Asp Glu Cys Ala Thr Asp Ser His Gin Cys Asn Pro Thr 
50 55 60 



Gin He Cys He Asn Thr Glu Gly Gly Tyr Thr Cys Ser Cys Thr Asp 
65 70 75 80 



Gly Tyr Trp Leu Leu Glu Gly Gin Cys Leu Asp He Asp Glu Cys Arg 
85 90 95 



Tyr Gly Tyr Cys Gin Gin Leu Cys Ala Asn Val Pro Gly Ser Tyr Ser 
100 105 110 



Cys Thr Cys Asn Pro Gly Phe Thr Leu Asn Asp Asp Gly Arg Ser Cys 
115 120 125 



Gin Asp Val Asn Glu Cys Glu Thr Glu Asn Pro Cys Val Gin Thr Cys 
130 135 140 



Val Asn Thr Tyr Gly Ser Phe He Cys Arg Cys Asp Pro Gly Tyr Glu 
145 150 155 160 



Leu Glu Glu Asp Gly He His Cys Ser Asp Met Asp Glu Cys Ser Phe 
165 170 175 



Ser Glu Phe Leu Cys Gin His Glu Cys Val Asn Gin Pro Gly Ser Tyr 
180 185 190 
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Phe Cys Ser Cys Pro Pro Gly Tyr Val Leu Leu Asp Asp Asn Arg Ser 
195 200 205 



Cys Gin Asp He Asn Glu Cys Glu His Arg Asn His Thr Cys Thr Ser 
210 215 220 



Leu Gin Thr Cys Tyr Asn Leu Gin Gly Gly Phe Lys Cys He Asp Pro 
225 230 235 240 



He Ser Cys Glu Glu Pro Tyr Leu Leu He Gly Glu Asn Arg Cys Met 
245 250 255 



Cys Pro Ala Glu His Thr Ser Cys Arg Asp Gin Pro Phe Thr He Leu 
260 265 270 



Tyr Arg Asp Met Asp Val Val Ser Gly Arg Ser Val Pro Ala Asp He 
275 280 285 



Phe Gin Met Gin Ala Thr Thr Arg Tyr Pro Gly Ala Tyr Tyr He Phe 
290 295 300 



Gin He Lys Ser Gly Asn Glu Gly Arg Glu Phe Tyr Met Arg Gin Thr 
305 310 315 320 



Gly Pro He Ser Ala Thr Leu Val Met Thr Arg Pro He Lys Gly Pro 
325 330 335 
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Arg Asp He Gin Leu Asp Leu Glu Met He Thr Val Asn Thr Val He 
340 345 350 



Asn Phe Arg Gly Ser Ser Val He Arg Leu Arg He Tyr Val Ser Gin 
355 360 365 



Tyr Pro Phe 
370 



<210> 13 

<211> 162 

<212> DNA 

<213> Rattus norvegicus 



<220> 

<221> CDS 

<222> (1)..(162) 

<400> 13 

cag caa cag tgc acc aac ggc ttt gac ctg gac cgc cag aca gga cag 48 
Gin Gin Gin Cys Thr Asn Gly Phe Asp Leu Asp Arg Gin Thr Gly Gin 
15 10 15 

tgt tta gat att gat gaa tgt egg ace ate cct gag get tgc cgt ggg 96 
Cys Leu Asp He Asp Glu Cys Arg Thr He Pro Glu Ala Cys Arg Gly 
20 25 30 

gac atg atg tgt gtc aac cag aat ggc ggg tat ctg tgc ate cct cga 144 
Asp Met Met Cys Val Asn Gin Asn Gly Gly Tyr Leu Cys He Pro Arg 
35 40 45. 
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acc aac cca gtg tat cga 162 
Thr Asn Pro Val Tyr Arg 
50 



<210> 14 
<211> 54 
<212> PRT 

<213> Rattus norvegicus 
<400> 14 

Gin Gin Gin Cys Thr Asn Gly Phe Asp Leu Asp Arg Gin Thr Gly Gin 
15 10 15 



Cys Leu Asp He Asp Glu Cys Arg Thr He Pro Glu Ala Cys Arg Gly 
20 25 30 



Asp Met Met Cys Val Asn Gin Asn Gly Gly Tyr Leu Cys He Pro Arg 
35 40 45 



Thr Asn Pro Val Tyr Arg 
50 



<210> 15 

<211> 1116 

<212> DNA 

<213> Rattus norvegicus 



<220> 

<221> CDS 
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<222> (1). . (1116) 
<400> 15 

ggg ccc tac tec aat ccc tac tct aca tec tac tea ggc cca tac cca 48 
Gly Pro Tyr Ser Asn Pro Tyr Ser Thr Ser Tyr Ser Gly Pro Tyr Pro 
15 10 15 

gca gee gca cca cca gtg cca get tec aac tac ccc acg att tec agg 96 
Ala Ala Ala Pro Pro Val Pro Ala Ser Asn Tyr Pro Thr He Ser Arg 
20 25 30 

cct ctt gtc tgt cgc ttt ggg tat cag atg gat gaa ggc aac cag tgt 144 
Pro Leu Val Cys Arg Phe Gly Tyr Gin Met Asp Glu Gly Asn Gin Cys 
35 40 45 

gtg gat gtg gac gag tgt gcg aca gat tea cac cag tgc aac cct ace 192 
Val Asp Val Asp Glu Cys Ala Thr Asp Ser His Gin Cys Asn Pro Thr 
50 55 60 

cag ate tgt ate. aac acg gaa gga ggg tac acc tgc tec tgc act gat 240 
Gin He Cys He Asn Thr Glu Gly Gly Tyr Thr Cys Ser Cys Thr Asp 
65 70 75 80 

ggg tac tgg ctt ctg gaa ggg cag tgc eta gat att gat gaa tgt cgc 288 
Gly Tyr Trp Leu Leu Glu Gly Gin Cys Leu Asp He Asp Glu Cys Arg 
85 90 95 

tat ggt tac tgc cag cag etc tgt gcg aat gtt cct gga tec tat tec 336 
Tyr Gly Tyr Cys Gin Gin Leu Cys Ala Asn Val Pro Gly Ser Tyr Ser 
100 105 110 

tgt acg tgt aac cct ggc ttc acc etc aac gat gat gga agg tct tgc 384 
Cys Thr Cys Asn Pro Gly Phe Thr Leu Asn Asp Asp Gly Arg Ser Cys 
115 120 125 

caa gat gtg aac gag tgt gaa act gag aac ccc tgt gtt cag acc tgc 432 
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Gin Asp Val Asn Glu Cys Glu Thr Glu Asn Pro Cys Val Gin Thr Cys 
130 135 140 

gtc aac acc tat ggt tct ttc ate tgc cgc tgt gac cca gga tat gaa 480 
Val Asn Thr Tyr Gly Ser Phe He Cys Arg Cys Asp Pro Gly Tyr Glu 
145 150 155 160 

ctg gag gaa gat ggc att cac tgc agt gat atg gat gag tgc age ttc 528 
Leu Glu Glu Asp Gly He His Cys Ser Asp Met Asp Glu Cys Ser Phe 
165 170 175 

tec gag ttc etc tgt caa cat gag tgt gtg aac cag ccg ggc tea tac 576 
Ser Glu Phe Leu Cys Gin His Glu Cys Val Asn Gin Pro Gly Ser Tyr 
180 185 190 

ttc tgc tea tgc cct cca ggc tac gtc ttg ttg gaa gat aac cga age 624 
Phe Cys Ser Cys Pro Pro Gly Tyr Val Leu Leu Glu Asp Asn Arg Ser 
195 200 205 

tgc cag gat atc-aat gaa tgt gag cac egg aac cac aca tgc act ccc 672 
Cys Gin Asp He Asn Glu Cys Glu His Arg Asn His Thr Cys Thr Pro 
210 215 220 

ctg cag act tgc tac aat ctg caa ggg ggc ttc aaa tgt ate gac ccc 720 
Leu Gin Thr Cys Tyr Asn Leu Gin Gly Gly Phe Lys Cys He Asp Pro 
225 230 235 240 

ate gtc tgc gag gag cct tat ctg ctg att ggg gat aac cgc tgt atg 768 
He Val Cys Glu Glu Pro Tyr Leu Leu He Gly Asp Asn Arg Cys Met 
245 250 255 

tgc cct get gag aat act ggc tgc agg gac cag cca ttc acc ate ttg 816 
Cys Pro Ala Glu Asn Thr Gly Cys Arg Asp Gin Pro Phe Thr He Leu 
260 265 270 

ttt egg gac atg gat gtg gta tea gga cgc tct gtt cct get gac ate 864 
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Phe Arg Asp Met Asp Val Val Ser Gly Arg Ser Val Pro Ala Asp He 
275 280 285 

ttc cag atg caa gca acg acc cga tac cct ggc gcc tat tac att ttc 912 
Phe Gin Met Gin Ala Thr Thr Arg Tyr Pro Gly Ala Tyr Tyr He Phe 
290 295 300 

cag ate aaa tct ggg aac gag ggt cga gag ttc tac atg egg caa aca 960 
Gin He Lys Ser Gly Asn Glu Gly Arg Glu Phe Tyr Met Arg Gin Thr 
305 310 315 320 

ggg cct ate agt gcc acc ctg gtg atg aca cgc ccc ate aaa ggg cct 1008 
Gly Pro He Ser Ala Thr Leu Val Met Thr Arg Pro He Lys Gly Pro 
325 330 335 

egg gac ate cag ctg gac ttg gag atg ate acc gtc aac act gtc ate 1056 
Arg Asp He Gin Leu Asp Leu Glu Met He Thr Val Asn Thr Val He 
340 345 350 

aac ttc aga ggc age tec gtg ate cga ctg egg ata tac gtg tec cag 1104 
Asn Phe Arg Gly Ser Ser Val He Arg Leu Arg He Tyr Val Ser Gin 
355 360 365 

tat ccg ttc tga 1116 
Tyr Pro Phe 
370 



<210> 16 

<211> 371 

<212> PRT 

<213> Rattus norvegicus 

<400> 16 



Gly Pro Tyr Ser Asn Pro Tyr Ser Thr Ser Tyr Ser Gly Pro Tyr Pro 
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10 15 



Ala Ala Ala Pro Pro Val Pro Ala Ser Asn Tyr Pro Thr He Ser Arg 
20 25 30 



Pro Leu Val Cys Arg Phe Gly Tyr Gin Met Asp Glu Gly Asn Gin Cys 
35 40 45 



Val Asp Val Asp Glu Cys Ala Thr Asp Ser His Gin Cys Asn Pro Thr 
50 55 60 



Gin He Cys He Asn Thr Glu Gly Gly Tyr Thr Cys Ser Cys Thr Asp 
65 70 75 80 



Gly Tyr Trp Leu Leu Glu Gly Gin Cys Leu Asp He Asp Glu Cys Arg 
85 90 95 



Tyr Gly Tyr Cys Gin Gin Leu Cys Ala Asn Val Pro Gly Ser Tyr Ser 
100 105 110 



Cys Thr Cys Asn Pro Gly Phe Thr Leu Asn Asp Asp Gly Arg Ser Cys 
115 120 125 



Gin Asp Val Asn Glu Cys Glu Thr Glu Asn Pro Cys Val Gin Thr Cys 
130 135 140 



Val Asn Thr Tyr Gly Ser Phe He Cys Arg Cys Asp Pro Gly Tyr Glu 
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150 155 



160 



Leu Glu Glu Asp Gly He His Cys Ser Asp Met Asp Glu Cys Ser Phe 
165 170 175 



Ser Glu Phe Leu Cys Gin His Glu Cys Val Asn Gin Pro Gly Ser Tyr 
180 185 190 



Phe Cys Ser Cys Pro Pro Gly Tyr Val Leu Leu Glu Asp Asn Arg Ser 
195 200 205 



Cys Gin Asp He Asn Glu Cys Glu His Arg Asn His Thr Cys Thr Pro 
210 215 220 



Leu Gin Thr Cys Tyr Asn Leu Gin Gly Gly Phe Lys Cys He Asp Pro 
225 230 235 240 



He Val Cys Glu Glu Pro Tyr Leu Leu He Gly Asp Asn Arg Cys Met 
245 250 255 



Cys Pro Ala Glu Asn Thr Gly Cys Arg Asp Gin Pro Phe Thr He Leu 
260 265 270 



Phe Arg Asp Met Asp Val Val Ser Gly Arg Ser Val Pro Ala Asp He 
275 280 285 



Phe Gin Met Gin Ala Thr Thr Arg Tyr Pro Gly Ala Tyr Tyr He Phe 
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290 295 300 



Gin He Lys Ser Gly Asn Glu Gly Arg Glu Phe Tyr Met Arg Gin Thr 
305 310 315 320 



Gly Pro He Ser Ala Thr Leu Val Met Thr Arg Pro He Lys Gly Pro 
325 330 335 



Arg Asp He Gin Leu Asp Leu Glu Met He Thr Val Asn Thr Val He 
340 345 350 



Asn Phe Arg Gly Ser Ser Val He Arg Leu Arg He Tyr Val Ser Gin 
355 360 365 



Tyr Pro Phe 
370 



<210> 17 

<211> 173 

<212> DNA 

<213> Artificial 

<220> 

<223> DNA encoding preprotrypsin signal peptide, FLAG tag, 6 x His tag 
and restriction sites 

<400> 17 

ggtaccgcta gcgaattcac catgtctgca cttctgatcc tagctcttgt tggagctgca 60 



gttgctgact acaaagacga tgacgacaag actagtcatc atcaccatca ccattctaga 120 
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gaaggatccg atatccgcgg ccgcatcgat tgactagctg aggccgcaaa ccc 173 



<210> 18 

<211> 15 

<212> PRT 

<213> Artificial 

<220> 

<223> preprotrypsin signal peptide 
<400> 18 

Met Ser Ala Leu Leu He Leu Ala Leu Val Gly Ala Ala Val Ala 
15 10 15 



<210> 19 

<211> 8 

<212> PRT 

<213> Artificial 

<220> 

<223> FLAG tag 

<400> 19 

Asp Tyr Lys Asp Asp Asp Asp Lys 
1 5 



<210> 20 

<211> 6 

<212> PRT 

<213> Artificial 
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<220> 

<223> 6 x His tag 
<400> 20 

His His His His His His 
1 5 



<210> 21 

<211> 105 

<212> DNA 

<213> Artificial 

<220> 

<223> DNA encoding preprotrypsin signal peptide, Myc tag and restriction 
sites 

<400> 21 

gaattcacca tgtctgcact tctgatccta gctcttgttg gagctgcagt tgctgactac 60 
gaagaggacg aacaaaaact catctcagaa gaggatctga ctagt 105 



<210> 22 

<211> 10 

<212> PRT 

<213> Artificial 

<220> 

<223> Myc tag 

<400> 22 

Glu Gin Lys Leu He Ser Glu Glu Asp Leu 
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1 5 10 

<210> 23 

<211> 143 

<212> DNA 

<213> Artificial 

<220> 

<223> DNA encoding FLAG tag, 6 x His tag and restriction sites 
<400> 23 

tggtaccgag ctcggatcca ctagtccagt gtggtggaat tctgcagata tccagcacag 60 
tggcggccgt ctagagacta caaagacgat gacgacaaga gagggtctca tcatcaccat 120 
caccattgag cggccgcaaa ccc 143 

<210> 24 

<211> 28 

<212> DNA 

<213> Artificial 

<220> 

<223> PCR primer for amplifying human DANCE 
<400> 24 

tctagagcac agtgcacgaa tggctttg 28 

<210> 25 

<211> 38 

<212> DNA 

<213> Artificial 
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<220> 

<223> PCR primer for amplifying human DANCE 
<400> 25 

gcggccggtc agaatgggta ctgcgacaca tatatccg 

<210> 26 

<211> 33 

<212> DNA 

<213> Artificial 

<220> 

<223> PCR primer for amplifying human LTBP2 
<400> 26 

tctagacaaa gggaccccgt agggagatac gag 

<210> 27 

<211> 34 

<212> DNA 

<213> Artificial 

<220> 

<223> PCR primer for amplifying human LTBP2 
<400> 27 

gcggccgcct ggtactcctt ggcagtgcag tggg 

<210> 28 

<211> 31 

<212> DNA 

<213> Artificial 
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<220> 

<223> PCR primer for amplifying human DANCE 
<400> 28 

gaattcttct tctcgccttc gcatctcctc c 

<210> 29 

<211> 33 

<212> DNA 

<213> Artificial 

<220> 

<223> PCR primer for amplifying human DANCE 
<400> 29 

tctagagaat gggtactgcg acacatatat ccg 
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Box No. II Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet) 

This international search report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons: 
Claims Nos.: 

because they relate to subject matter not required to be searched by this Authority, namely: 



2 - EH Claims Nos.: parts of 1, 5 and 12, 28 and 30-32 

because they relate to parts of the international application that do not comply with the prescribed requirements to such an 
extent that no meaningful international search can be carried out, specifically: 

See extra sheet . 



3 - EH Claims Nos.: 

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 

Box No. Ill Observations where unity of invention is lacking (Continuation of item 3 of first sheet) 

This International Searching Authority found multiple inventions in this international application, as follows: 

See extra sheet. 



1 • I x I As all required additional search fees were timely paid by the applicant, this international search report covers all searchable 
claims. 

As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment of 
any additional fee. 

As only some of the required additional search fees were timely paid by the applicant, this international search report covers 
only those claims for which fees were paid, specifically claims Nos.: 



No required additional search fees were timely paid by the applicant. Consequently, this international search report is 
restricted to the invention first mentioned in the claims; it is covered by claims Nos.: 



Remark on Protest 



The additional search fees were accompanied by the applicant's protest. 
I x I No protest accompanied the payment of additional search fees. 
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Continuation of Box No.II-2 of continuation of first sheet (2) 

With respect to claims 1-15, 22-24 and 28-34: 

It is unclear for what purposes use is made of , claimed in these claims, 
"polypeptide", "polynucleotide" coding for the same, "antibody" having 
specific affinity with the polypeptide, "DANCE variant", 
"polynucleotide" coding for the DANCE variant, "method of screening a 
substance capable of regulating the activity of DANCE- specific protease" , 
"method of screening DANCE -specific protease", "DANCE- specif ic 
protease", "polynucleotide" coding for the DANCE- specif ic protease, 
"kit" and "method of identifying DANCE- specif ic protease expression 
cells". 

Examples, etc. describe that DANCE is in vitro or in vivo cleaved 
by protease, and that with respect to truncated DANCE, it is presumed 
that (1) it no longer binds to cell surface integrin, (2) DANCE molecules 
no longer bind to each other and (3) the binding to LTBP2 is stronger 
than that to full-length DANCE (see Consideration 3) , and that DANCE 
having an amino terminal domain cleaved exhibits substantially no activity 
of generating of elastic fibrous tissue (see Referential Example 2). 
Consequently, it is proved that the amino terminal domain of DANCE is 
needed for generating of elastic fibrous tissue. However, there is no 
description with respect to the correlation between the in vivo cleavage 
of DANCE by protease and the regulation of generating of elastic fibrous 
tissue . Consequently, it cannot be stated that the regulation of activity 
of DANCE- specif ic protease is associated with the regulationof generating 
of elastic fibrous tissue and that a substance capable of regulation 
of activity of DANCE- specif ic protease is a regulator of generating of 
elastic fibrous tissue. Thus, it is unclear for what purposes use is 
made of the screening method for the substance (claim 22) . Further, the 
utility of , used in the screening method, polypeptide obtained by cleavage 
of DANCE, antibody against the polypeptide, DANCE variant , etc. is unclear. 

Therefore, the inventions of these claims cannot be stated as fully 
supported by the description and cannot be stated as clearly and fully 
disclosed to such an extent that experts of the technical field to which 
the inventions pertain can carry out the inventions. 

With respect to claims 1 and 5 : 

The language "substantially identical" used in these claims causes 
the scope of invention to be unclear, so that these claims cannot be 
stated as being clearly drafted. In particular, in the description, it 
is described that "with respect to substantially identical amino acid 
sequences, an amino acid sequence having an identity of . . (omitted) . .about 
>7 0%. . (omitted) . .can be used" (see page 10) . The term "about" causes 
the scope of invention to be unclear. 

Further, the probability that for example, a polypeptide of amino 
acid sequence of SEQ ID NO: 6 or 8 wherein there has occurred 3 0 amino 
acids substitution, deletion, insertion or addition, or amino acid 
sequence of 70% identity thereto has substantially the same activity 
as that of the original polypeptide of amino acid sequence of SEQ ID 
NO: 6 or 8 is low. Obtaining the modified polypept ide requires excessive 
trial and error from persons skilled in the art to which the invention 
pertains . 

(continued to further extra sheet) 
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Consequently, the inventions of these claims cannot be stated as fully- 
supported by the description and cannot be stated as clearly and fully 
disclosed to such an extent that experts of the technical field to which 
the inventions pertain can carry out the inventions. 

With respect to claims 3 and 7 : 

It is unclear whether "consisting of . . sequence" or "containing . . 
sequence" is meant by the expression "having . . sequence" used in these 
claims. Therefore, these claims are not clearly drafted. 

With respect to claim 12 : 

With respect to the "method" of this claim, what is the purpose of 
the method of measuring cleavage amount is unclear. Consequently, this 
claim is not clearly drafted. Further, this method is not restricted 
to cleavage by DANCE -specific protease, but methods of cleavage by other 
means cannot be stated as being fully supported by the description and 
are not clearly and fully disclosed to such an extent that experts of 
the technical field to which the invention pertains cannot carry out 
the methods . 

With respect to the inventions of these claims claimed by unclear 
drafting or not fully supported by the description and not clearly and 
fully disclosed in the description, no international search has been 
carried out . 

With respect to claim 24 : 

It appears that the "animals" of this claim include human being. 

With respect to claims 28 and 30-32: 

It is unclear what particular compounds are meant by the "regulator 
of generating of elastic fibrous tissue" and "DANCE- specif ic protease" 
appearing in these claims. Consequently, these claims cannot be stated 
as being clearly drafted. Further, the inventions of these claims cannot 
be stated as being fully supported by the description and are not clearly 
and fully disclosed to such an extent that experts of the technical field 
to which the inventions pertain cannot carry out the inventions. 

With respect to the inventions of these claims claimed by unclear 
drafting or not fully supported by the description and not clearly and 
fully disclosed in the description, no search has been carried out. 

With respect to claim 33 : 

It is unclear for what purpose the "kit" of this claim is used . Further, 
it is unclear how the polynucleotide is used. Consequently, this claim 
cannot be stated as being clearly drafted. Further, the invention of 
this claim cannot be stated as being fully supported by the description 
and is not clearly and fully disclosed to such an extent that experts 
of the technical field to which the invention pertains cannot carry out 
the invention. 

With respect to claims 16-21, 25-28 and 33: 

It is unclear for what purposes use is made of, claimed in these claims, 
"DANCE complex" , "method of preparing DANCE complex" , "method of screening 
a substance capable of regulating the formation of DANCE complex" and 
"kit". 
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Referring to Examples, etc . , although forming of a complex from DANCE 
is described (Example 5), there is no description with respect to the 
correlation between the DANCE complex and the regulation of generating 
of elastic fibrous tissue. 

Consequently, it cannot be stated that the regulation of formation 
of DANCE complex is associated with the regulation of generating of elastic 
fibrous tissue and that a substance capable of regulation of formation 
of DANCE complex is a regulator of generating of elastic fibrous tissue. 
Thus , for what purposes use is made of the screening method for the substance 
(claim 25) is unclear. Further, the utility of, used in the screening 
method, DANCE complex, etc. is unclear. 



Continuation of Box No. Ill of continuation of first sheet (2) 

The inventions of claims 1-15, 22-24, 29-32 and 34 relate to a 
polypeptide obtained by cleavage of DANCE by DANCE -specific protease, 
while the inventions of claims 16-21 and 25-27 relate to a DANCE complex. 
Accordingly, the matter common to these two invention groups relates 
to DANCE. However, this matter is publicly known as described in, for 
example, the reference: 

T. Nakamura, et . al . , DANCE, a novel secreted RGD protein expressed 

in developing, atherosclerotic, and balloon- inj ured arteries , J Biol 

Chem, 274(32), 1999, 22476-83. 

Therefore, the invention claimed in claims 1-15, 22-24, 29-32 and 
34 and the invention claimed in claims 16-21 and 25-27 cannot be stated 
as being a group of inventions linked with each other so as to form a 
single general inventive concept, and it appears that the invent ion group 
consists of two different inventions. Further, it appears that claims 
28 and 33 individually involve two different inventions. 
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